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This journal is planned to provide the reader with a selection of abstracts of the more important articles appearing 
in medical periodicals published in different parts of the world. Comment by the abstracter, when thought necessary, 
is inserted between square brackets, usually at the end of an abstract. In some instances only the titles of articles 
are provided. 

After the title of each journal from which an abstract is taken we print the abbreviation given in the World List of 
Scientific Periodicals. The titles of articles from foreign journals are translated into English. 


This journal is essentially a guide to work in progress in the world’s medical centres. No abstract can be regarded 
as a substitute for the article abstracted. For complete information the original article must be consulted. Our 
aim is to give the reader sufficient details in an abstract to enable him to judge whether the original is, for him, worth 
reading in full. 


The abstracts are grouped in broad classifications which represent the special fields of study into which Medicine 
is divided. The specialist will, it is hoped, learn from this journal of work done in other fields as well as in his own. 
The general practitioner will be able to keep abreast of modern knowledge in the various specialties. The representa- 
tion in one journal of the several aspects of Medicine will, it is believed, give an integrated picture of the whole, 
necessary in this age of specialization. 
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IN EVERY FORM 
OF HYPERTENSION 


a new and more efficacious treatment 


Pharmacological research covering three years, embracing more than 
2000 individual animal experiments in mammals, and clinical studies 
including uninterrupted administration to a large group of patients for 
a full year have established the therapeutic efficacy of Veriloid.* Thus 
the achievement of isolating the active ester alkaloids of Veratrum viride 
has resulted in a distinct contribution to the management of hypertension. 


@ AN ENTIRELY NEW DRUG. Veriloid makes available for the first time 
the hypotensive ester alkaloids of Veratrum viride obtained by an exclusive 
extraction process which separates these active principles from inert material 
and less desirable alkaloids. The finished product represents, on a weight 
basis, less than one-tenth of one per cent. of the crude drug from which it 
is derived. 


@ A DEPENDABLE HYPOTENSIVE PRINCIPLE. The hypotensive activity 
of Veriloid is predictable and dependable. The drug exerts a selective relaxing 
action on the smaller blood vessels, leading to their dilatation, hence to a drop 
in blood pressure. 


@ UNIFORM POTENCY. Biological standardisation of the purified extract 
in dogs, using depression of the blood pressure as the end point, ensures 
absolute constancy of pharmacological activity. 


@ PROMPT, SUSTAINED CLINICAL EFFECT. While individualisation of 
dosage is essential for maximum therapeutic benefit, in the majority of patients 
the average daily intake of Veriloid of 9 to 15 mg. given in divided dosage 
three times daily produces a sustained lowering of the arterial tension. The 
degree of drop usually results in marked subjective improvement. Veriloid is 
indicated in all forms of hypertension. 


VERILOID is available on prescription through all pharmacies in slow dissolving tablets containing 
1-0 mg. in bottles of 100 and 500. Veriloid may be prescribed on Form ECI0O without restriction. 


* REFERENCES 


Essential Hypertension, Therapeutic Bioassay Method for Derivatives of | Veriloid, a New Hypotensive Extract 
Trial of Veriloid, a New Extract of | Veratrum Viride, Fed. Proc., 9, 299 of Veratrum Viride, Proc. Soc. Exp. 
Veratrum Viride, Proc. Soc. Exp. (Mar.), 1950. Biol. and Med., 71, 725 (Sept.), 1949. 
Biol. and Med., 72, 302 (Nov.), 1949. 
Action of Veriloid Upon the Isolated 


Veratrum Viride and Essential Hyper- A : Hypotensive Action of Veriloid, 
tension, New Eng. J. Med., 242, 535 Proce % 319 Lancet, 260, 549 (Mar.), 1951. 


Acute Toxicity of Veriloid for Some Hypotensive Action of Veriloid, an Treatment of Arterial Hypertension 
Laboratory Animals, Fed. Proc., 9, Extract of Veratrum Viride, Fed. with Veriloid (Veratrum viride), 


257 (Mar.), 1950. Proc., 9, 318 (Mar.), 1950. Lancet, 261, 1002 (Dec.), 1951. 
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FEBRUARY, 1952 


Physiology 


407. Observations on the Circulation through the Cortex 
and the Medulla of the Kidney 

P. M. DanieL, C. N. PEABopy, and M. M. L. PRICHARD. 
Quarterly Journal of Experimental Physiology (Quart. J. 
exp. Physiol.| 36, 199-203, 1951. 6 figs., 5 refs. 


Previous angiographic studies at the Nuffield Institute 
for Medical Research, Oxford, had shown the existence, 
in effect, of 2 circulations in the kidney of the rabbit. 
Improved technique has now permitted these experiments 
to be repeated on cats and dogs. The kidney was exposed 
with minimal trauma, and serial radiographs taken during 
the intra-arterial injection of 3 to 8 ml. of the contrast 
medium “ thorotrast’’; 18 radiographs were taken at 
0-5-sec. intervals, with an exposure time of 0-05 sec. 
The results showed that the features of the renal circula- 
tion observed in normal rabbits by Trueta et al. (Studies 
of the Renal Circulation, Oxford, 1947) are also found in 
cats and dogs. The radiographs showed an early and 
rapid perfusion of cortical vessels followed by a later and 
slower perfusion of medullary vessels, indicating the exis- 
tence of separate cortical and medullary components in 
the intrarenal circulation. R. A. Gregory 


408. Observations on+ the Action of the Parathyroid 
Hormone 

M. D. MILNE. Clinical Science [Clin. Sci.] 10, 471-486, 
1951. 4 figs., 37 refs. 


This paper describes an attempt to analyse the action 
of parathyroid hormone by separating the effects on the 
kidney from the direct action on bone. Calcium and 
phosphate excretion in the urine was studied after para- 
thyroid hormone injection and the results were compared 
with the effects of intravenous injection of calcium and 
phosphate in the proportions in which they occur in 
bone. In patients with hypoparathyroidism the low 
urinary phosphate clearance was restored in one hour to 
normal levels. In normal subjects, however, rio effect 
on urinary phosphate clearance was observed, and the 
changes in the phosphate excretion rate were less than 
the normal diurnal variation. A rise in phosphate 
output preceded increased calcium excretion. 

The injection of phosphate alone caused increased 
phosphate excretion and simultaneous depression of 
calcium excretion. Injection of calcium alone caused 
increased urinary-calcium output for 6 hours, but no 
change in phosphate excretion. When calcium and 
phosphate were injected simultaneously into different 
veins results were more complex; immediately after the 
injection both ions were excreted rapidly, the rate of both 
soon falling to below pre-injection level. A secondary 

M—I 


rise in phosphate excretion then occurred, to a maximum 
at 6 hours; the secondary excretion of calcium was much 
slower, with a maximum at 12 to 16 hours. When pre- 
formed colloidal calcium phosphate was injected in 
heparinized blood previously removed from the subject, 

the secondary rises in calcium and phosphate excretion 
were similar, but the short primary ones were absent. 

These observations support the view that the renal action 
of parathyroid hormone is of main importance in hypo- 
parathyroid states, but that this action is approaching a 
maximum in the normal subject. The ¢linical effects of 
hyperparathyroidism are thought to be due chiefly to 
direct action of the hormone on bone resorption. 

C. L. Cope 


METABOLISM AND NUTRITION 


409. Theory of Reflex Controls to Explain Regulation 
of Body Temperature at Rest and during Exercise 
H. C. Bazetr. Journal of Applied Physiology [J. appl. 
Physiol.] 4, 245-262, Oct., 1951. 5 figs., 35 refs. 


In this paper, which comes from the University of 
Pennsylvania, Philadelphia, the author has revised some 
of his former opinions of theories regarding reflex control 
of body temperature, particularly during exercise. The 
rectal and skin temperature, the degree of sweating, and 
the peripheral vascular dilatation were observed under 
different conditions: (1) the temperature of the environ- 
ment was gradually increased, the subject being at rest; 
and (2) the environmental temperature was raised as 
before, the subject doing measured exercise. In some 
experiments the exercise was modified so as to involve 
mainly the lower-limb muscle masses, and in such cases 
local peripheral dilatation and skin temperature and the 
temperature of arterial and venous blood supplying active 
and resting parts of the body were observed. 

In the resting state the heat to be combated was mainly 
of external origin; in the active state the main burden 
was heat of internal origin. External heat was combated 
first by peripheral dilatation and then by sweating, when 
the skin temperature reached 34:5°C. During work 
sweating occurred at a lower skin temperature, and the 
skin temperature varied more or less directly with the 
environment. The internal body heat rose with the 
work performed, as shown by the rectal temperature. 
Thus during exercise the internal body temperature rose, 
the superficial temperature remaining fairly constant if 
the environment was constant. The possibility of the 
gxistence of a heat-receptor organ lying deep to the 
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established superficial heat- and cold-receptor organs of 
Ruffini and Krause is argued. It is suggested that dif- 
ferences in gradient between these various receptor 
organs are responsible for refiex temperature control. 
It is further suggested that these deeper receptor organs 
can appreciate the temperature difference between the 
arterial and venous blood supplying muscle masses. 
Thus the superficial receptors are mainly concerned with 
the appreciation of external heat, and temperature is 
regulated reflexly by peripheral vasodilatation or con- 
striction. During exercise the temperature is mainly 
regulated by the deeper receptors responding to a tem- 
perature gradient between the arterial and venous 
plexuses to the active muscles, and in this case the reflex 
control of temperature is mainly by sweating. 
A. T. MacQueen 


410. The Influence of Distension of the Stomach upon 
Olfactory Acuity and Sensations Associated with Food 
Intake 

A. J. AHoKAS and F.R. Goetz_. Permanente Foundation 
Medical Bulletin |Permanente Fdn med. Bull.| 9, 105-113, 
Oct., 1951. 1 fig., 12 refs. 


The feelings of satiety and hunger and their relation to 


the sense of smell were investigated in an ingenious ex- 
periment in which the stomach was distended by means 
of a balloon which could be inflated with air, and olfac- 
tory acuity was tested quantitatively with an apparatus 
capable of discharging into the nose under a known 
pressure variable amounts of an odorous substance, 
of which the least quantity detectable by smell may thus 
be determined (Ellsberg and Levy, Bull. neurol. Inst. 
N.Y., 1935, 4, 5). When the intragastric pressure pro- 
duced by the inflated balloon reached a certain stage, the 
subjects tested reported a sensation of fullness, with loss 
of the sensation of hunger experienced before inflation 
of the swallowed balloon. This sensation of fullness 
was accompanied by a rise in the olfactory threshold 
(that is, a decrease in olfactory acuity) which decreased 
again abruptly on deflation of the balloon. It is sug- 
gested that changes in olfactory acuity associated with 
hunger and satiety are due in part to changes in the 
degree of distension of the stomach. 
A. I. Suchett-Kaye 


411. The Influence of Tannic Acid upon Olfactory 
Acuity and the Sensation Complex of Appetite and Satiety 
D. L. Irvin and F. R. Goetz_. Permanente Foundation 
Medical Bulletin [Permanente Fdn med. Bull.) 9, 119-124, 
Oct., 1951. 2 figs., 7 refs. 


It is assumed that the feeling of satiety can be gauged 
by measurements of olfactory acuity [see Abstract 410]. 
Tannic acid (150 ml. of a 0-3°% solution) administered to 
healthy adults during meals prevented the postprandial 
decrease in olfactory acuity and prevented the replace- 
ment of the sensation of appetite by the sensation of 
satiety. No effect on olfactory acuity was demonstrable 
when tannic acid was ingested alone, instead of the meal. 
It is suggested that tannic acid is the substance responsible 
for the appetite-stimulating effect of wines and bitter 
tonics. A. I. Suchett-Kaye 
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CIRCULATION 


412. Peripheral Vasomotor Effects of Adrenaline and 
Noradrenaline Acting upon the Isolated Perfused Central 
Nervous System 

R. D. Taytor and I. H. PaGe. Circulation [Circulation] 
4, 563-575, Oct., 1951. 5 figs., 27 refs. 


A method is described for perfusion of a dog’s brain 


connected to its body only by the nervous system. By 
this long and complicated method no blood leaked into 
the body, completeness of isolation being tested by failure 
of Evans blue, when given to the donor dog, to appear 
in the body of the recipient dog. The anastomosis be- 
tween the 2 dogs was limited to 1 carotid artery and 1 
jugular vein of each dog. 

Adrenaline and noradrenaline (10 yg. each) injected 
into the arterial circulation of the recipient dog’s head 


- caused immediate and sharp falls in arterial pressure in 


the isolated body. Although the sudden injection of a 
large volume of saline into the carotid sinus of the 
recipient dog produced a fall in blood pressure, the small 
volume with adrenaline added produced a fourfold de- 
crease. This central action of adrenaline and nor- 
adrenaline was unaffected by removal of the carotid 
bodies, by inactivation of the carotid sinuses, aortic 
depressor nerves and vagus nerves, and by atropine, 
benzodioxane, ergotamine, or “ benadryl’’. However, 
injections of tetraethylammonium chloride (15 mg. per 
kg.) into the body of the recipient dog completely 
abolished the depressor effects. Hence it is concluded 
that chemoreceptors (and not baroreceptors) are present 
in the brain. G. B. West 


413. New Aspects of Blood Pressure Regulation 

C. HEYMANS and G. VAN DEN HEUVEL-HEYMANS. Cir- 
culation [Circulation] 4, 581-586, Oct., 1951. 5 figs., 
13 refs. 


A series of experiments were carried out to assess the 


influence of various drugs on arterial pressure and on the - 


reflex homeostasis of blood pressure. Dogs were anaes- 
thetized with morphine and chloralose. The vagi-aortic 
nerves were cut in order to limit the reflex regulation of 
blood pressure to the receptors of the carotid sinuses. 
The systemic blood pressure was recorded from a 
femoral artery. Different drugs were applied to the 
wall of the arteries of the carotid sinus by injection of 
2 to 4 ml. of the solutions into the external conjunctival 
space surrounding both carotid-sinus areas. 

First, threshold doses (2-5 yg.) of adrenaline induced 
a progressive fall in the systemic arterial pressure by 
stimulation of the carotid-sinus baro-receptors, which 
moderate reflexly, the general arterial pressure. At the 
same time the hypertensive response provoked normally 
by decreasing the pressure in the carotid sinuses by 
clamping the common carotid arteries was suppressed. 
The systemic arterial pressure returned progressively to 
normal levels, and the hypertensive response induced by 
clamping both carotid arteries also returned to normal 
values, about 20 minutes after the application of adrena- 
line to the carotid sinus. 
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Secondly, local application of 10 yg. L-noradrenaline 
to each carotid sinus caused only a slight fall in the 
systemic arterial pressure, but the normally induced 
reflex hypertensive response of the carotid sinus was 
markedly decreased. About 30 minutes later this reflex 
response had returned to normal values. Local appli- 
cation of 200 wg. noradrenaline to each sinus produced 
a marked reflex fall in systemic arterial pressure and sup- 
pression of the carotid-sinus reflexes. About 45 minutes 
later, when there was no change either in general pressure 
or in reflexly induced responses, section of both carotid- 
sinus nerves produced an immediate and very marked 
rise in the systemic arterial pressure—from 80 to 300 
mm. Hg. Noradrenaline must therefore have increased 


_ the reflex moderating action of the carotid-sinus receptors 


and nerves on the arterial pressure. 

Thirdly, local application of 40 mg. potassium chloride 
in 0-4 ml. of water to the carotid-sinus areas produced a 
marked rise in the systemic arterial pressure, the carotid- 
sinus reflexes being still maintained. About 16 minutes 
later the general pressure and carotid-sinus reflexes were 
again normal. A similar result was seen with papaverine 
and tolazoline (drugs which are relaxants of smooth 
muscle). 

Lastly, it was found that local application to the carotid 
sinus of adrenolytic drugs such as “ dibenamine”’ or 
dihydroergotamine suppressed and reversed the effects of 
locally applied adrenaline and noradrenaline to the 
carotid-sinus areas. . 

It is clear that the state of contraction, and thus the 
resistance to stretch, of the arterial wall where the baro- 
receptors are located are the primary factors affecting 
these receptors, which regulate and moderate reflexly the 
systemic arterial pressure. 

[Small amounts of adrenaline and noradrenaline induce 
these changes in the tone and the resistance to stretch of 
the wall of carotid arteries, so it is not unreasonable to 
state that these natural substances play an important part 
in the mechanism of reflex control of blood pressure. 
Perhaps the tone and the resistance to stretch of these 
vessel walls may be one of the primary causes of essential 
hypertension. ] G. B. West 


414. The Mechanism of Antidromic Vasodilatation 

F. D. IprAnim, G. STELLA, and M. TALAAT. Quarterly 
Journal of Experimental Physiology (Quart. J. exp. 
Physiol.| 36, 189-198, 1951. 2 figs., 16 refs. 


In view of the conflicting reports on the mechanism of 
antidromic vasodilatation the authors have re-investigated 
the problem. In anaesthetized dogs the peripheral ends 
of the cut posterior roots of the spinal nerves L6, L7, 
and S1 were stimulated electrically, and cutaneous venous 
blood collected from the appropriate region. Stimula- 
tion caused an increase in histamine activity in the venous 
blood as compared with arterial blood and a concomitant 
increase in blood flow. In 3 experiments where the initial 
blood flow was high, histamine activity in the venous 
blood increased without an increase in blood flow. 
Stimulation of the dorsal roots as described had no 
influence on blood flow through the gastrocnemius 
muscle, and no increase of histamine activity in the venous 


blood was detected. Antihistamine drugs (antazoline, 
mepyramine, and tripelennamine) markedly reduced the 
skin vasodilatation produced by dorsal-root stimulation 
or injection of histamine, but did not influence dilatation 
of smaller degree produced by acetylcholine. 

It is concluded that the drugs depressed antidromic 
vasodilatation by virtue of their antihistaminic effect and 
that the histamine released by antidromic stimulation was 
responsible for the vasodilatation observed. 

R. A. Gregory 


415. The Effect of Dilution on the Coagulation of 
Plasma in vitro (Normal Coagulation, Retarded Coagula- 
tion, and Haemophilic Coagulation). (L’effet de la dilu- 
tion sur la coagulation du plasma in vitro (coagulation 
normale, coagulation retardée et coagulation hémo- 
philique) 

M. GuILtot, A. Frenrer, and R. Guret. Sang [Sang] 
21, 732-740, 1950. 10 figs., 1 ref. 


Normal plasma was diluted with physiological saline 
and calcium ions were added. The clotting time was 
plotted against dilution. The same procedure was car- 
ried out with plasma from 2 patients with haemophilia. 
With citrated recalcified blood the pattern of the plot of 
the haemophilic blood is similar to that of normal blood, 
but exaggerated, and suggests not only total insufficiency 
of thrombin formation, but also an increased plasma 
inhibition. Dilution appears to act partly by diminishing 
the concentration of calcium ions. A normal plasma 
overcalcified presents similarities with haemophilic 
plasma, so that in haemophilia there might be an ab- 
normality in the utilization of calciumions. Experiments 
with blood to which anticoagulants such as heparin were 
added suggest that haemophilic blood contains a similar 
anticoagulant, which is more influenced by calcium con- 
centration than is heparin. John F. Loutit 


416. The Action of Vitamin B,, on the Producfion of 
Erythrocytes in vitro. (Azione della vitamina B,2 sulla 
produzione di eritrociti in vitro) 

P. Peritt and G. Fowst. Rivista di Clinica Pediatrica 


‘[Riv. Clin. pediat.| 49, 654-666, Sept., 1951. 3 figs., 


10 refs. 


The authors first describe their technique in detail. 
Briefly, rabbit’s bone marrow was washed with Ringer’s 
solution and incubated at 38° C. with constant agitation 
in a medium of Ringer’s solution and 30% homologous 
serum. Samples were taken after 6 and 9 hours. 
Crystalline vitamin B;2 was added to the cultures in 
concentrations varying from 0-05 pg. to 1:5 yg. per ml. 
It was found that with concentrations of 0-4 pg. to 
0-8 jg. per ml. there was a marked increase in the pro- 
duction of erythrocytes as compared with the original 
suspension and the control culture without vitamin By2. 
At higher concentrations vitamin B;2 seemed to exert an 
inhibitory effect on the culture, with a decrease in the 
number of erythrocytes produced. This effect was 
maximal at a concentration of 1-0 to 1-5 yg. of vitamin 
Bi2 per ml., but this value appeared to vary with dif- 
ferent cultures. When the effects of the addition of 
various amounts of vitamin B;2 were related to the initial 
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concentration of erythrocytes, however, it was seen that 
a high concentration of erythrocytes caused the in- 
hibitory effect of vitamin B;2 to become apparent at 
lower dosage levels, which accounted for the variation in 
optimal level in different cultures. 

R. F. Jennison 


417. Circulation-time Determinations with Radioactive 
Phosphorus during Valsalva’s Maneuvre. (Kreislauf- 
zeituntersuchungen mit 32P beim Valsalvaschen Press- 
versuch) 

L. Wauz and G. ZIMMERMANN. Zeitschrift fiir Kreislauf- 
forschung [Z. KreislForsch.] 40, 2-6, Jan., 1951. 3 figs., 
14 refs. 


In healthy individuals the circulation time was deter- 
mined, with the subject standing, by the injection of 
radioactive phosphorus (32P) into an antecubital vein 
and the estimation of radioactivity with a Geiger counter 
placed over the contralateral carotid artery, and also on 
blood samples removed at timed intervals from the 
contralateral vein. When the subject raised his intra- 
thoracic pressure by means of Valsalva’s manceuvre to 
50 mm. Hg before injection of the 32P it was found that 
the circulation time was prolonged by the time that 
pressure was maintained, it being concluded that the 
circulation in the superior vena cava is arrested during 
Valsalva’s manceuvre. G. Schoenewald 


NERVOUS SYSTEM 


418. Representations of the Two Ears at the Auditory 
Cortex 
M. R. ROSENZWEIG. American Journal of Physiology 
[Amer. J. Physigl.] 167, 147-158, Oct. 1, 1951. 6 figs., 
20 refs. 


In experiments carried out at Harvard University 
acoustic clicks were delivered alternately to the two ears 
of anaesthetized cats, and the cortical electrical responses 
were recorded. In each hemisphere the response to 
stimulation of the contralateral ear was significantly 
larger in amplitude than that to stimulation of the ipsi- 
lateral ear. The cortical response to simultaneous bin- 
aural stimulation was larger than that to contralateral 
stimulation, but smaller than the sum of the responses to 
separate contralateral and ipsilateral stimuli. When a 
second click was delivered, following rapidly upon the 
first, the second response was decreased in amplitude, the 
relation between the relative amplitude of the second 
response and the amplitude of the first being approxi- 
mately linear, the slope of the function depending upon 
whether the two clicks were delivered to the same or 
different ears. 

The following interpretation is offered: at the auditory 
cortex of both cerebral hemispheres each ear is repre- 
sented by a population of ccrtical units. The population 
representing the contralateral ear is larger than the 
population representing the ipsilateral ear, but there is 
considerable overlap, some units belonging to both 
populations. This possibly applies also to the medial 
geniculate bodies. 


This theory is consistent with observations made on 
human subjects concerning binaural perception, and with 
clinical findings. H. Kalmus 


419. Cortical Representation of Visceral Afferents 
V. E. AMASSIAN. Journal of Neurophysiology [J. Neuro- 
physiol.) 14, 433-444, Nov., 1951. 11 figs. 


Following the work that has been done in recent years 
on cortical responses (“‘ evoked potentials ’’) to tactile 
stimulation of the body, interest has also been aroused 
as to the possible representation in the cortex of visceral 
sensation. The present research was carried out prin- 
cipally on cats (40 experiments), but also included 4 
rabbits, 3 dogs, and 1 monkey. Electrical recording of 
the activity of regions of the convexity of the cortex was 
made after stimulation of the central end of the splanchnic 


nerve. The main response was a well-synchronized wave ~ 


of activity in the contralateral region of the cortex 
normally activated by tactile stimulation of the trunk; 
this is designated sensory area Somatic I; responses were 
also elicited in the corresponding secondary sensory area, 
Somatic II. In the cat a response ‘was also obtained in 
the ipsilateral Somatic II area. The Somatic I response 
compared to the Somatic II response was greatest in the 
monkey; it was progressively smaller in the dog and in 
the cat. In the rabbit a response was recorded only in 
the contralateral Somatic II area. Stronger nerve 
stimulation caused twitching of the abdominal wall and 
secondary and tertiary waves were seen in the cortical 
pattern, but only the tertiary ones were attributed to 
muscle afferent stimulation. [Attention is drawn to the 
closely parallel work of Downman (J. Physiol., 1951, 113, 
434). Downman’s results are in the main in agreement. 
with the author’s; his control of the possible artefacts 
due to abdominal-wall contraction was more strict.] 
Donald McDonald 


420. Fiber Groups and Spinal Pathways of Cortically 
Represented Visceral Afferents 

V. E. AMASSIAN. Journal of Neurophysiology [J. Neuro- 
physiol.| 14, 445-460, Nov., 1951. 9 figs., 44 refs. 


This paper is integrally connected with the preceding 
one (Abstract 419). The cortical response in Somatic II 
area was produced with a very low threshold, suggesting 
that the afferent nerve had large fibres. Measurement of 
conduction rates gave values of between 50 and 70 m. 
per sec., and the fibres were shown to belong to the Af 
group. The secondary cortical waves produced by 
stronger stimulation were attributed to the “ firing-off ” 
of higher-threshold, slower-conducting fibres of the Ay-d 
group. The spinal pathway of the faster fibres is wholly 
in the posterior columns. Recording with micro- 
electrodes showed that they lay between the fibres from 
the leg and the more lateral fibres from the arm. The 
slower fibres run in the antero-lateral columns of the 
spinal cord close to the grey matter. The fast fibres 
can be activated by mechanical stimulation of the 
mesentery, and it is suggested that they are connected 
to the Pacinian corpuscles. The origin and function of 
the y-d fibres is more uncertain. | Donald McDonald 
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421. Effects of Injection of Hypertonic Glucose on 
Metabolism of Water and Electrolytes in Patients with 
Edema 

R. Tarait, D. W. SELDIN, and A. V. N. GOODYEAR. 
Journal of Clinical Investigation [J. clin. Invest.] 30, 1111- 
1119, Oct., 1951. 3 figs., 35 refs. 


The treatment of severe oedema in 7 patients is de- 
scribed; 4 were suffering from cirrhosis of the liver and 
3 from cardiac failure. To each patient, intravenous in- 
jection of 25% glucose was given, varying in quantity 
from 600 to 1,200 ml., over the space of 30 to 90 minutes. 
All patients were on a low-salt diet for 5 days before the 
experiment; 3 of the patients had been dehydrated and 
4 were given extra fluid before the injection. After the 
injection glycosuria developed, with a concomitant in- 
crease in urinary output, but the volume of urine did not 
exceed that of the fluid given. There was a rise in 
excretion of sodium, potassium, phosphate, and chloride. 
Transient dyspnoea developed in one case and muscular 
cramps in all. The conclusion reached is that intra- 
venous hypertonic glucose is not beneficial in the treat- 
ment of oedema. Geoffrey McComas 


422. The Action of Spices on the Acid Gastric Secretion 
on the Appetite and on the Caloric Intake 

E. SANCHEZ-PALOMERA. Gastroenterology [Gastroentero- 
logy] 18, 254-268, June, 1951. 7 figs., 26 refs. 


* A study was made by the author at the University of 

Minnesota Medical School of the effects, in dogs and 
man, of spices on gastric secretion. Celery salt, nutmeg, 
and sage in 3-g. doses and cinnamon, cloves, and pepper 
in 1-g. doses had no effect on gastric secretion. Small 
amounts (30 mg.) of cinnamon, cloves, mustard, paprika, 
and pepper placed in the mouths of human subjects had 
no influence on appetite. or secretion of gastric acid. 
However, the administration of spices to dogs during the 
production of peptic ulcer by the injection of histamine 
suspended in beeswax (Code and Varco, Proc. Soc. exp. 
Biol. N.Y., 1940, 44, 475) increased the incidence and 
rate of appearance of ulceration, apparently owing to a 
local irritative action of the substances on the mucosa. 
It is accordingly suggested that spices should be withheld 
from the diet of individuals with peptic ulcer or the ulcer 
diathesis. R. A. Gregory 


423. Concept of the Mucous Barrier and its Significance. 
II. Changes in the Gastric Mucosa Produced by the Local 
Actions of Spices and Other Irritative Agents 

E. SANCHEZ-PALOMERA. Gastroenterology [Gastroentero- 
logy] 18, 269-286, June, 1951. 8 figs., bibliography. 


A study was made in cats and dogs of the local effects 
of spices on the gastric mucosa (see Abstract 422). 
After 3 hours no effect had been produced by nutmeg, 
sage, celery salt, or cloves, while pepper, cinnamon, 
paprika, and mustard had caused some oedema. At- 
tempts were made to deplete, by prolonged stimulation 


with mustard, cloves, and eugenol, the mucus-secreting 
cells of the colon, small intestine, and stomach. The 
results indicated that this could not be achieved, despite 
the very active mucus secretion induced: oedema, con- 
gestion, and necrosis were produced, but no histological 
evidence of depletion of the mucus cells was obtained. 
It is suggested that a barrier of mucus constantly re- 
newed is of prime importance in the maintenance of the 
integrity of the mucosa in stomach and intestines. 
R. A. Gregory 


424. Comparison of the Effects of Methantheline Bro- 
mide (Banthine) and Atropine on the Secretory Responses 
of Vagally Innervated and Vagally Denervated Gastric 
Pouches 

C. F. Cope, N. C. HiGHToweErR, and G. A. HALLENBECK. 
Gastroenterology [Gastroenterology] 19, 254-264, Oct., 
1951. 1 fig., 15 refs. 


The authors have compared the inhibitory effects of 
atropine and methantheline bromide (“ banthine”’) on 
the gastric secretory response to food. 

In 4 dogs with stomach pouches, denervated or in- 
nervated, the volume of gastric juice secreted in response 
to a meal of 200 g. of fried meat was reduced by banthine © 
to a variable extent depending on the dose used. Intra- 
venous injection of 5 mg. of banthine or 0-25 mg. of 
atropine per kg. body weight abolished the secretory 
response for 3 to 4 hours; 0-5 mg. of banthine per kg. 
had a less prolonged action, though it caused an average 
secretory inhibition of 94:5% in the first post-prandial 
hour. This latter dose had a more prolonged effect on 
the vagally denervated stomach pouches. Both sub- 
stances were also tested against histamine-induced gastric 
secretion, when the pouches were secreting at one-quarter 
of the maximum rate and at the maximum possible rate. 
Equal average effects were obtained with both drugs at 
both rates of secretion from vagally denervated pouches. 
Banthine (5 mg. per yg.) and atropine (0-4 mg. per pg.) 
given intravenously caused an average reduction of 25% 
in the output of hydrochloric acid. In the innervated 
pouches these anticholinergic drugs were more effective. 
Banthine and atropine caused inhibition of 66% and 83% 
respectively of the quarter-maximum rate of secretion, 
and 51% and 64% of the maximum rate of secretion. 
The maximum tolerated dose of atropine was 0:25 mg. 
per kg., and this usually produced considerable agitation; 
this was, however, absent after 5 mg. of banthine per 
kg. 

The authors conclude that several factors may be 
involved in the inhibition by these substances of the 
response to a meal: reduced psychic secretion from 
vagally innervated mucosa, reduced production of 
secretagogues from the food and from the mucosa 
because of reduced secretion and motility, and a direct 
reduction in sensitivity of the parietal cells. They con- 
sider that the different effects of these drugs against 
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secretion due to histamine from vagally denervated or 
innervated pouches may be due to the denervation, but 
point out that the doses of histamine to be countered 
were greater in the dogs with denervated pouches, which 
are less susceptible to its secretory stimulant action. 
Derek R. Wood 


425. The Therapeutic Value of Banthine in Gastro- 
intestinal Disorders 

F. E. McDonouGu and P. B. O'NEILL. Gastroenterology 
[Gastroenterology] 19, 265-277, Oct., 1951. 7 refs. 


Methantheline bromide (“ banthine’’) was used to 
treat 170 patients with peptic ulcer or other gastro- 
intestinal disorders characterized by increased motility 
or secretion or by both. Up to 400 mg. was given daily 
in divided doses—one dose at each mealtime and another 
at bedtime. Healing occurred in all of 4 patients with 
acute duodenal ulcer who received the usual ambulatory 
treatment for peptic ulcer together with banthine. The 
- assessment in 100 patients with chronic duodenal ulcer 
was based on the frequency and severity of recurrence of 
symptoms before and during treatment. Treatment with 
banthine was regarded as successful in 59 of these 
patients, in whom no return of symptoms occurred during 
a time interval in which it might have been expected. 
A further 10 patients obtained some benefit from the 
treatment with banthine. Patients with more severe 
lesions accompanied by one or more complications 
responded less well to banthine. In 4 patients treated 
with banthine there was a recurrence of bleeding without 
any previous symptoms suggesting activity of the ulcer. 
The authors observe that banthine may mask such symp- 
toms. Undesirable side-actions occurred in 1 of every 
3 patients, but these necessitated stopping the drug in 
only 11%. 

In other conditions associated with intestinal hyper- 
motility banthine gave symptomatic relief, but was 
ineffective if the increased motility was secondary to 
partial intestinal obstruction. 

The authors say that ** banthine is a valuable addition 
to existing programs . . . for the treatment of duodenal 
ulcer, but it does not supplant conventional therapy ’’. 
[One contributor to the discussion following the paper 
erhphasized the point that banthine cannot be used as the 
sole treatment for ulcer. Moreover, he regarded banthine 
as little superior to atropine and belladonna, though it is 
certainly considerably more expensive. A more certain 
evaluation of its therapeutic usefulness must await longer 
experience. ] Derek R. Wood 


426. Effect of pL-Amphetamine Sulfate and its Isomers 
on Intestinal Motility 

E. J. VAN Liere, J. C. SticKNEY, D. W. Nortuup, and 
R. O. Bett. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 103, 187-189, Oct., 1951. 
1 fig., 10 refs. 


This investigation of intestinal motility was made on 
rats and mongrel dogs. In the experiments on rats, the 
animals were starved for 24 hours and used in groups 
of 4. Each member of the group received 2 ml. of 10% 
powdered charcoal suspension in 10°, gum-acacia water 


by stomach tube. In each group, 1 rat served as a 
control, the second received DL-amphetamine sulphate, 
the third thep-isomer and the fourth, the L-isomer; in each 
instance the dose was 2 mg. per kg. body weight given 
intraperitoneally at the time of intubation. The control 
animals received an injection of an appropriate amount 
of normal saline. Forty minutes after intubation the 
rats were killed by decapitation, the small intestine 
removed and opened, and the distance traversed by the 
charcoal measured. The length traversed was expressed 
as a percentage of the total length. The experiments on 
the dogs were on the same general lines. 

It was found in both species of animals that all 3 
agents significantly decreased the propulsive motility of 
the small intestine, and were for the most part equipotent 
in their action. Norval Taylor 


427. Hemodynamic Changes following Procaine Amide . 


Administered Intravenously 

R. L. MCCLENDON, W. R. HANSEN, and J. M. KINsMAN. 
American Journal ef the Medical Sciences [Amer. J. med. 
Sci.] 222, 375-381, Oct., 1951. 6 refs. 


Haemodynamic changes following intravenous injection 
of procaine amide were studied in 10 individuals—4 with 
normal hearts and 6 with various types of heart disease. 
Cardiac catheterization was performed and the pressures 
in the right auricle, right ventricle, pulmonary artery, and 
radial artery were recorded. The cardiac output, pul- 
monary blood volume, and peripheral resistance were 
calculated. The circulation time was measured and the 
heart rate and rhythm were recorded electrocardio- 
graphically. After a period of control observation pro- 
caine amide was injected intravenously at a rate not 
exceeding 100 mg. a minute, and in all but 1 case a total 
of 1,000 mg. was given. The drug usually produced a 
fall in cardiac output and in pulmonary arterial pressure, 
a diminution of blood flow through the pulmonary 
vascular bed, a fall in arterial pressure, and a fall in 
velocity of blood flow. These changes were more 
marked in patients with heart disease than in those 
with normal hearts. It is concluded that these effects 
are due to a primary myocardial depressant action, and 
it is recommended that procaine amide should be used 
with caution in patients with heart disease. 

C. Bruce Perry 


428. Noradrenaline and Methedrine. A Comparison of 
their Circulatory Actions 

H. C. CHURCHILL-DAVIDSON and H. J.C. Swan. Anaes- 
thesia [Anaesthesia] 7, 4-9, Jan., 1952. 2 figs., 11 refs. 


In 7 conscious volunteers measurements of peripheral 
blood flow were made in the calf and the hand with a 
venous occlusion plethysmograph thermostatically con- 
trolled. After 15 minutes, during which time base-line 
readings of blood flow and systemic blood pressure were 
obtained, further readings were taken during 5 minutes 
while an infusion of 20 to 25 wg. L-noradrenaline per 
minute was given intravenously. The infusion was then 
continued with saline only for a period of 25 minutes, 
during which the readings returned to normal, and then 
methedrine (methylamphetamine hydrochloride), 2 


Pp 
b 
d 
n 
‘ 
t! 
f 
f 


— 


it 


> 


f 


PHARMACOLOGY AND THERAPEUTICS 119 


mg. per minute, was added to the infusion for another 
5-minute period and its effect observed for a further 
period. The unit used to assess vasoconstriction in the 
skin and muscle of the calf was arrived at by dividing the 
mean pressure in mm. Hg by the blood flow per 100 c.cm. 
limb per minute. 

The results showed that whereas both drugs produced 
similar elevations of blood pressure, noradrenaline raised 
both the systolic and the diastolic pressure much more 
rapidly than did methedrine, and its effect disappeared 
within 4 minutes of the end of the infusion, while the 
effect of methedrine was still apparent on the systolic 
pressure after 20 minutes. In both cases there was a 
bradycardia accompanying the rise in diastolic pressure 
which was thought to be due to a vagal reflex. Both 
drugs caused a rise in resistance in the calf, though with 
noradrenaline it returned to normal more rapidly and 
without an intermediate period of reduced resistance 
such as occurred with methedrine. Furthermore, during 
this period with methedrine, although diastolic pressure 
fell to normal, the systolic pressure remained raised 
for much longer, even though the heart rate had returned 
to normal. It therefore follows that, whereas nor- 
adrenaline produces its effect solely by increasing peri- 
pheral resistance, methedrine causes in addition an 
increased cardiac output for at least part of its period 
of action. 

L-Noradrenaline would thus seem to be the more 
logical drug to use in cases of hypotension due to 
decreased vasomotor tone. Its effect can be more 
accurately controlled from minute to minute, but by the 
same token it demands the continued attention of the 
clinician during its use. Donald V. Bateman 


429. 1-Noradrenaline as a Vasoconstrictor 

H. C. CHURCHILL-Davipson. British Medical Journal 
[Brit. med. J.] 2, 1551-1555, Dec. 29, 1951. 4 figs., 
28 refs. 


A clinical trial was undertaken to determine the 
efficacy of L-noradrenaline in controlling the blood 
pressure during surgical operations. It was administered 
by intravenous infusion in a strength of 4 wg. per ml. 
of normal saline; a satisfactory response was obtained 
in all of 69 cases. The recommended average rate of 
administration for a healthy subject weighing 70 kg. is 
20 yg. a minute; the total dose must be determined by 
the effect on the blood pressure, and frequent readings 
should be made during administration. Lt-Noradrenaline 
produces a marked bradycardia in conscious volunteers, 
but it was found to be prevented in this series of surgical 
cases by the previous injection of atropine or penta- 
methonium. 

It is considered that the intravenous infusion of L- 
noradrenaline might be of advantage in countering 
hypotension in operations for phaeochromocytoma or 
sympathectomy, disease of the coronary arteries, massive 
haemorrhage, surgical operations upon the heart, and 
profound circulatory collapse following the use of the 
methonium compounds. 

[A safe and valuable method of controlling the blood 
pressure during various surgical operations appears to be 


offered by the intravenous infusion of noradrenaline. 
Generalized vasoconstriction resulting in an increased 
total peripheral resistance occurs, and this is to be 
preferred to the specific effect of adrenaline and methe- 
drine on the cardiac output only.] G. B. West 


430. Electrolyte Equilibrium during Mercurial Diuresis 
W. B. ScHwarRTz and W. M. WALLAcE. Journal of 
Clinical Investigation [J. clin. Invest.] 30, 1089-1104, 
Oct., 1951. 6 figs., 51 refs. 


Ten patients with congestive cardiac failure were 
studied. All the patients were on a constant diet with 
minimum sodium content. ‘* Mercuhydrin”’ was given 
intramuscularly in 2-ml. doses. Two of the patients 
responded by the loss of body fluid similar in constitution 
to that of extracellular fluid; in these 2 neither alkalosis 
nor negative potassium balance developed and they re- 
mained responsive to the diuretic. The other 8 patients 
showed a fall in serum chloride and a rise in serum bi- 
carbonate concentration which was associated with a 
negative potassium balance and a reduction in serum 
potassium concentration. In 7 of this group failure of 
response to the diuretic occurred, but response was 
restored by administration of ammonium chloride. 

Geoffrey McComas 


431. Potentiation of Diuretic Action of Mercuhydrin by 
Ammonium Chloride 

J. G. Hitton and H. Kauinsky. Journal of Clinical 
Investigation [J. clin. Invest.] 30, 1105-1110, Oct., 1951. 
2 figs., 23 refs. 


This study of the increase of the diuretic action of 
mercurials by acidifying salts was undertaken to deter- 
mine whether any synergism continued to exist after 
return of the plasma acid—base balance to normal. Five 
normal young adult male subjects were studied for 80 
days. Intramuscular injections of 2 ml. of “ mercu- 
hydrin ’”’ were given weekly during the period of ob- 
servation. From the 3rd week, 6 g. of ammonium 
chloride was given daily for 30 days, during which 
period 2 of the mercurial injections were timed to be 
given on the days of maximum acidity and maximum 
alkalinity of the plasma. During the period of ad- 
ministration of ammonium chloride the diuretic effect of 
the mercurials on the excretion of water, sodium, and 
chloride was enhanced twofold. The diuresis was in- 
dependent of the pH and bicarbonate concentration of 
the plasma, and it is postulated that the ammonium 
chloride exerts some as yet unknown alteration in the 
metabolism of the tubular cells. Geoffrey McComas 


432. Comparative Therapeutic Value of Massage with 
** Adrenaline Cream ”’ and with Another Cream in Con- 
ditions Associated with Deep Pain 

E. G. L. Bywaters. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 10, 359-364, Sept., 1951. 2 refs. 


An investigation was made into the claim that 
“adrenaline cream” is effective in fibrositis. At 10 
rheumatism clinics patients suffering from fibrositis were 
treated with the adrenaline cream and with a similar 
cream which did not contain adrenaline. The investi- 
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gators did not know which of the creams, marked A 
and B, contained adrenaline. Each of the creams was 
massaged into one of two painful areas for 5 minutes 
and the effects were assessed 5 minutes, 30 minutes, and 
1 week after inunction. At the second attendance the 
sites of inunction of the two creams were reversed. 

The results proved to be difficult to analyse, and the 
statistical findings are given. Some observers con- 
sistently reported better results with both creams than 
did others; psychological factors in the patients played 
their part. However, of 39 patients treated, 29% re- 
ported improvement with adrenaline cream and 25% 
with the inert cream. These figures are not statistically 
significant, and it was concluded that there was little 
difference in effect between the adrenaline cream costing 
3s. 9d. and the inert cream costing 2d. for the same 
amount. W. Tegner 


433. The Duration of Antidiuretic Action of Pitressin 
Solution and of Pitressin Tannate in Aqueous and Oil 
Suspensions 

M. L. WiLson and D. A. McGinty. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 11, 963-972, Sept., 
1951. 1 fig., 13 refs. 


The prolonged action of insoluble “* pitressin *’ (vaso- 
pressin) tannate injected in aqueous or oily suspension in 
comparison with that of aqueous solutions of vasopressin 
itself has been confirmed by experiments in rats. The 
rate of absorption of a preparation can be assessed by 
giving it in various doses at various intervals before pro- 
voking the water diuresis it is intended to inhibit. In 
this way various commercial preparations of vasopressin 
tannate of approximately equal vasopressin content were 
shown to vary greatly in rate of absorption, and the 
experimental results agreed well with clinical experience. 
It is presumed that the variation is due to differences in 
the firmness of binding with tannic acid, and the authors 
suggest that there should be routine standardization of 
the absorption properties, as well as of the vasopressin 
content, of preparations of vasopressin tannate. 

Peter C. Williams 


434. The Physiological and Therapeutic Actions of 
para-Hydroxypropiophenone. (A propos des activités 
physiologique et thérapeutique de la para-hydroxypropio- 
phénone) 

A. LACASSAGNE, A. CHAMORRO, and N. P. BUUHOI. 
Presse Médicale [Pr. méd.] 59, 1413-1415, Oct. 27, 1951. 
4 figs., 22 refs, 


The molecular structure of para-hydroxypropio- 
phenone (PHP) is that of a half-molecule of stilboestrol, 
with one ketone group. Its effect was studied in rats 
and mice, to which it was given either subcutaneously in 
propylene glycol or, for prolonged administration by 
mouth, incorporated as a fine powder in the food. In 
castrated rats the oestrogenic potency of PHP was found 
to be 1/35,000 of that of stilboestrol. Prolonged ad- 
ministration of PHP by mouth resulted in impairment of 
development of the interstitial cells of the ovaries and 
testes; maturation of follicles and spermatogenesis were 
inhibited. 


PHP also had an antithyroid effect in mice and rats, 


‘in the former on the structure of the gland, and in the 


latter in counteracting the effect of propylthiouracil on 
the weight of the thyroid. No histological changes 
could be demonstrated in the pituitary. Prolonged ad- 
ministration of PHP to 31 female animals with tumours 
had no effect on the new growths. It is tentatively con- 
cluded that PHP exerts a certain dissociated action on 
the pituitary gland, inhibiting the secretion of the 
luteinizing, growth, and thyrotrophic hormones. A 
brief reference is made to publications reporting a 
favourable effect of this substance in patients with 
Graves’s disease. A. Schott 


435. Studies on Synthetic Curarizing Substances—III. 
Succinylcholine and Aliphatic Derivatives. (Recherches 
sur les poisons curarisants de synthése. Ill¢ Partie: 
succinylcholine et dérivés aliphatiques) 

D. Bovet, F. Bovet-Nitti, S. GUARNO, V. G. LONGO, 
and R. Fusco. Archives Internationales de Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 88, 
1-50, Oct. 1, 1951. 19 figs., bibliography. 


This is a very full account of work done at the Istituto 
Superiore di Sanita in Rome. Succinylcholine is a 
choline ester of a di-acid, whereas acetylcholine is an 
ester of a mono-acid. Its muscle-paralysing properties 
were not recognized until 1949, having escaped notice 
when, in 1911, some of its properties were studied 
in experiments carried out on curarized animals. 

The action of succinylcholine in animals resembles that 
of decamethonium iodide. Thus it causes paralysis of 
mammalian muscle, contraction of isolated amphibian 
muscle, and nicotine-like convulsions with opisthotonos 
in birds. However, its action is relatively brief when it 
is injected into dogs and rabbits, and animals can survive 
200 times the normally lethal dose if artificial respiration 
is maintained. These large doses cause other effects, 
such as salivation (which is prevented by atropine) and 
changes in blood pressure due to the nicotine-like action 
of the substance. In the dog the effects on réspiration 
parallel those on the peripheral muscles. Effects of suc- 
cinylcholine on isolated smooth-muscle preparations 
are slight or absent. In the rabbit and on the sciatic— 
gastrocnemius preparation of the dog the effect of 
succinylcholine is increased by eserine, which inhibits 
its enzymatic hydrolysis. Atropine and “ germanin” 
(suramin) partially antagonize the paralysing action 
of succinylcholine. Tetraethylammonium and penta- 
methonium iodides, ‘* tubocurarine ’’, and gallamine are 
more effective. No mutual antagonism was found 
between decamethonium and succinylcholine. 

In the second part of this paper are discussed the 
activities of a large number of derivatives of succinyl- 
choline, mono- and di-esters of amino-alcohols, di-esters 
of amino-acids, substances with additional quaternary 
ammonium groups, and substances in which the ester 
part of succinylcholine is replaced by another linkage. 
From these experiments it appears that most of the active 
compounds have 2 quaternary ammonium groups sepa- 
rated by a chain of 10 carbon or carbon-and-oxygen 
atoms, and that branching of the chain or the presence 
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of additional quaternary ammonium groups reduces 
activity. Most active compounds have methyl substi- 
tuents on the quaternary nitrogen atoms. One amino- 
alcohol mono-ester and one amino-acid di-ester were 
very active. The ester function common to both suc- 
cinylcholine and acetylcholine appears to be very im- 
portant. The differences in action of succinylcholine 
and decamethonium on the one hand, and of gallamine 
and tubocurarine on the other, are discussed. The 
general molecular configuration appears to be more 
important in determining these differences than particular 
differences between methyl- or ethyl-substituted aliphatic 
or aromatic compounds. It is suggested that these 
groups of substances be called respectively ‘“* lepto- 
curares ’’ and “* pachycurares’”’. It is considered unwise 
to speak of an action as “ curariform”’ and to confine 
this description to those substances which act precisely 
like tubocurarine. The actions of all these substances may 
be interpreted in a general way as the resnlts of competi- 
tion with acetylcholine for receptors on the muscles. 

Two succinylcholine derivatives have been tried 
clinically, and reference is made to the results. ‘* 362 
1.S.”, the diethiodide of bis-dimethylaminoethyl suc- 
cinate, was preferred to succinylcholine because of its 
reduced nicotine-like effects. It has a very brief para- 
lysing action. Injection of 40 to 60 mg. in 5 seconds 
produces respiratory paralysis in 15 to 20 seconds, but 
this lasts for only a minute. In doses up to 150 mg. and 
in conjunction with anaesthetics this substance has been 
used for bronchoscopy and oesophagoscopy. The di- 
methiodide of glycol bis-dimethylaminopropionate (‘* 436 
LS.”’) is more active than tubocurarine, but has a similar 
duration of action. It is noted that assays of paralysing 
activity in dogs with artificial respiration are more closely 
parallel to the clinical estimates than are those based on 
experiments on rabbits, frogs, and mice. 

[This is a most interesting and instructive paper, the 
discussion being particularly valuable. The short-lasting 
paralysant succinylcholine is now available for use in 


Britain. It appears from the above results that it might ~ 


be expected, if large doses are used, to cause salivation, 
bronchial hypersecretion, and perhaps changes in heart 
rate and blood pressure. However, the substance is 
relatively rapidly metabolized.] Derek R. Wood 


436. The Mode of Action of Procaine and Amethocaine 
Given Intravenously. (Ein Beitrag zum Wirkungs- 
mechanismus des Novocains und Pantocains bei intra- 
venéser Injektion) 

D. Krause. Archiv fiir Experimentelle Pathologie und 
Pharmakologie {Arch. exp. Path. Pharmak.| 213, 516-536, 
1951. 6 figs., 38 refs. 


Procaine, besides being a local analgesic, is employed 
by intravenous injection as an analgesic and for cardiac 
arrythmias on account of its quinidine-like action in 
prolonging the refractory period. The author has 
studied the actions of “ novocain”’’ (procaine) and 
** pantocaine ’’ (amethocaine) on the blood pressure in 
dogs and cats. Procaine usually caused a rise of blood 
pressure when there was a high degree of vagal tone, for 
example, in anaesthesia with morphine and chloralose. 


But in deeply anaesthetized animals after vagotomy or 
atropinization a fall of blood pressure usually occurred. 
Amethocaine caused a rise of blood pressure in vago- 
tomized animals. It is suggested that some of these 
effects were due to paralysis of the receptors in the carotid- 
sinus region since they did not occur when the carotid 
sinus was excluded. Further experiments were carried 
out with cocaine, adrenaline, yohimbine, veratrine, and 
acetylcholine. 

The author’s conclusions may be summarized as 
follows: (1) the therapeutic effects of procaine result 
from an inhibitory effect on the afferent pathways of the 
autonomic system; (2) the sensitivity of the pressor 
receptors in the carotid sinus is depressed by procaine 
and amethocaine; (3) amethocaine is more effective 
than procaine in inhibiting the depressor effect of vera- 
trine, procaine being only antagonistic against small 
doses of veratrine; (4) procaine depresses the actions of 
adrenaline and acetylcholine on the effector cells of 
smooth muscle, blood vessels, and intestine. 

R. Wien 


437. Antispasmodic and Local Anesthetic Activity of 
Dimethylaminoethyl Substituted Compounds 

J. F. REINHARD, E. T. Kimura, and J. V.Scupt. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.| 103, 288-292, Nov., 1951. 3 refs. 


Dimethylaminoethyl-substituted compounds were 
tested for antispasmodic and local anaesthetic activity. 
Seventeen compounds were active against histamine, 9 
against acetylcholine and 5 against barium chloride. 
Eight derivatives blocked both histamine and acetyl- 
choline and 2 antagonized all. 3 spasmodic agents. 
Eight members of the series had more than 20 times the 
local anaesthetic potency of cocaine. Dialkyl-substituted 
dimethylaminoethylamines are réported as a new class of 
local anaesthetics. Relationships between structure and 
activity have been discussed.—[Authors’ summary.] 


ANTIBIOTICS 


438. Studies on Antibiotic Synergism and Antagonism: 
the Interference of Aureomycin, Chloramphenicol and 
Terramycin with the Action of Streptomycin 

E. Jawetz, J. B. GUNNISON, and R. S. SPECK. American 
Journal of the Medical Sciences {[Amer. J. med. Sci.] 222, 
404-412, Oct., 1951. 4 figs., 13 refs. 


In this paper, which comes from the Division of Micro- 
biology, University of California, the authors show that 
aureomycin, terramycin, and particularly chloram- 
phenicol can interefere with the action of streptomycin 
in vitro and in experimental infections of mice. Inter- 
ference is most pronounced with concentrations having 
a marked bacteriostatic action and is associated with the 
inhibition of multiplication of bacteria by the antibiotics. 
Higher concentrations, which are bactericidal, show less 
antagonism to streptomycin. This phenomenon is not 
seen when the organism is insusceptible to streptomycin. 
When the antibiotics are added to a test strain of Kleb- 
siella pneumoniae in Ringer’s solution (non-multiplying 
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organisms) they do not significantly influence the bacteri- 
cidal effect of streptomycin as compared with their 
antagonistic effect in broth cultures (multiplying organ- 
isms). Similarly, when a terramycin-resistant variant is 
used as the test organism terramycin fails to antagonize 
streptomycin as compared with its interfering effect on 
streptomycin action when the organism is terramycin- 
sensitive. The antagonism of aureomycin and terra- 
mycin to streptomycin in streptococcal or K. pneumoniae 
infection of mice is not very significant when compared 
with that of chloramphenicol, and is not therefore 
regarded by the authors as likely to be of importance in 
clinical therapy. I. Ansell 


439. Some Observations on the Biological Properties of 
Bacitracins A, B, and C 

G. G. F. Newton, E. P. ABRAHAM, H. W. FLorey, and 
N. Situ. British Journal of Pharmacology and Chemo- 
- therapy [Brit. J. Pharmacol.] 6, 417-429, Sept., 1951. 
11 figs., 8 refs. 


The biological experiments reported in this paper were 
carried out in order to determine if the nephrotoxic action 
of commercial bacitracin (“ ayfivin’’) was due to im- 
purities, or if it resided in the three active antibacterial 
constituents—bacitracins A, B, and C. Individual 
purified preparations of these three peptides were made 
and the antibacterial activity of each was tested against 
a number of strains of bacteria by the serial dilution 
method. Their activity was compared with that of a 
standard preparation of crude bacitracin. It was found 
that bacitracin A produced greater inhibition of growth 
in the two strains of Staphylococcus aureus tested than 
bacitracin B. Both fractions, however, were equally 
powerful against strains of Streptococcus pyogenes and 
of Corynebacterium diphtheriae (gravis). In addition, 
bacitracin A was considerably more potent than baci- 
tracin B in sterilizing a culture of Staph. aureus. 

Toxicity experiments in mice showed that the acute 
toxicity of bacitracin A was greater than bacitracin B; 
for the former the LDSO lay between 5-0 and 6-5 mg., 
and for the latter between 8 and 10 mg. per mouse. The 
few observations made with a fraction rich in bacitracin 
C suggested that it was even more lethal to mice than 
the other two fractions. Histological evidence of renal 
damage in varying degrees was found in the kidneys of 
25 out of 27 mice examined. It is thus evident from 
the results of these investigations that the three anti- 
bacterially active constituents of bacitracin are all 
nephrotoxic. T. Anderson 


440. Some Biological Properties of Cephalosporin P; 
A. C. Ritcuiz, N. and H. W. Fiorey. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 6, 430-444, Sept., 1951. 5 figs., 14 refs. 


The antibacterial activity of the antibiotic cephalo- 
sporin P; (derived from a species of Cephalosporium) 
was tested against a number of species of bacteria, using 
the serial dilution method. It was shown that in vitro 
the antibiotic was potent against staphylococci, coryne- 
bacteria, and Clostridium tetani, but had little effect 
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against streptococci and Gram-negative bacteria. A 
comparison of the anti-staphylococcal action of various 
antibiotics showed that cephalosporin P; was stronger 
than helvolic acid in vitro, but of similar potency to 
aureomycin and terramycin. In presence of serum (50% 
and 90%) the antibacterial activity of cephalosporin P; 
was reduced by about 60%. 

Experiments in vitro with mice infected with staphy- 
lococci and given various doses of cephalosporin P; 
showed that the drug had some protective action, but 
that this was less than that of either aureomycin or 
terramycin. It was, however, found that cephalosporin 
was less toxic to animals than aureomycin or terramycin. 

From these investigations, the authors conclude that 
although cephalosporin P; is strongly bacteriostatic in 
vitro, it is relatively ineffective in vivo as compared with 
aureomycin or terramycin. The reason for this lack of ° 
correlation between the activity in vitro and in vivo of 
cephalosporin P; is uncertain. T. Anderson 


441. P-92 Penicillin. New Penicillin Salt with De- 
crease in Reaction Rate 

A. B. Lonc. New Orleans Medical and Surgical Journal 
[N. Orleans med. surg. J.] 104, 131-136, Oct., 1951. 
14 refs. 


A new penicillin preparation designated P—92 (a peni- 
cillin salt of N-methyl-1 : 2-diphenyl-2-hydroxyethyl- 
amine) has been developed, the use of which markedly 
decreases the incidence of reactions, and also decreases 
the severity of reaction in those who have suffered re- 
actions with other salts of this antibiotic. The base 
N-methyl-1 : 2-hydroxyethylamine itself has been shown 
experimentally to have certain anti-allergic properties 
which are not related to a true antihistaminic mechanism. 
The intramuscular administration of 300,000 units of 
P-92 to 12 patients at the Charity Hospital and Touro 
Infirmary, New Orleans, resulted in a therapeutic con- 
centration of the antibiotic in the blood serum in all 
cases after 12 hours, in 7 after 24 hours, and in 4 cases 
even after 72 hours. For practical purposes, however, it 
is recommended that P-92 should not be considered 
effective longer than 24 hours following injection, al- 
though a more prolonged effect appears to follow the 
injection of suspensions of P-92 in peanut oil and in 
peanut oil with aluminium monosterate. 

From clinical observations on 312 patients the author 
concludes that the therapeutic value of P—92 is at least 
equal to, if not greater than, that of other types of 
penicillin, especially those of the long-acting type. He 
recommends injections of P-92 in doses of 300,000 units 
twice daily. The longest period of treatment in his own 
series was 53 days: in 175 cases the treatment lasted 3 
to 8 days, and in 111 cases 8 to 22 days. Among the 
patients treated with P—92, 67 had been treated previously 
with other forms of penicillin and 10 of them gave a 
positive history of a reaction. Of the 312 patients in 
the author’s series, 9 developed some type of reaction, 
but in only 5 of them could it be directly attributed to 


the effect of P—92, the other 4 having received other anti- 


bacterial therapy together with the P-92. 
J. W. Czekalowsk 
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442. Effect of Intratracheally Administered Wulfenite 
on Lungs of Mice 

M. H. WituiaMs. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
78, 279-280, Oct., 1951. 1 fig., 5 refs. 


The author has repeated some of the work of Evans 
(J. industr. Hyg., 1948, 30, 353), who claimed to have 
shown that piezo-electric substances have a specific 


‘fibrosing action on tissues. He experimented with 


wulfenite (lead molybdate), one of the piezo-electric 
substances used by Evans; this was ground and sized 
according to the latter’s technique. Instead of intra- 
peritoneal injection into rats, however, the present author 
used intratracheal injection into mice. No fibrous re- 
action of any kind was seen up to 5 months after in- 
jection. The author considers that he has failed to 
substantiate Evans’s work, but notes that this may be 
due to a species difference in the experimental animal. 
[It is only fair to point out that the author, probably 
intentionally, fell to some extent into the same errors as 
Evans in that he allowed altogether too short a time for 
assessing the pathogenicity of wulfenite and also used 
much too coarse a dust. Highly pathogenic silica might 
well give a negative result when tested in this way. The 
result, therefore, although it fails to confirm Evans’s 
experiment, cannot be used as evidence that wulfenite is 
harmless. ] B. M. Wright 


443. Effect of Prolonged Freezing upon the Vitality of 
Spontaneous Tumours in Mice. (Action de la congéla- 
tion prolongée sur la vitalité des tumeurs spontanées de 
la souris) ‘ 

P. Lépine, G. Barski, and L. Reimnié. Annales de 
L’ Institut Pasteur [Ann. Inst. Pasteur] 80, 571-581, June, 
1951. 1 fig., 49 refs. 


_ The experimental findings of Gye et al. (Brit. med. J., 
1949, 1, 511; Brit. J. Cancer, 1949, 3, 259) on the effect 
of freezing on normal and malignant tissues of mice, 
and the conclusions which these authors have drawn 
concerning the virus origin of malignant tumours, are 
subjected to a critical analysis in the light of an accurate 
and up-to-date summary of similar studies by numerous 
workers, and of the authors’ own findings. In the 
investigation described, spontaneous sarcomata and 
adenocarcinomata of mice, and spleen and kidney tissue 
from the same animals, were used. The tissues, placed 
in sealed tubes without suspending fluid, were either: 
(a) gradually frozen in carbon dioxide ice, stored for 
121 days, and then gradually thawed to 37° C.; or (6) 
rapidly frozen by immersion of the tubes in a mixture 
of alcohol and CO> ice, stored for 70 days, and then 
thawed rapidly by immersion in water at 37° C., or more 


gradually. The tissues were then cultured in vitro in a 
medium consisting of equal parts of mouse serum or 
plasma, chick embryo extract, and Tyrode solution for 
4 days, fixed in 96% alcohol, and stained with toluidin 
blue, and also tested in vivo by inoculation into mice. 

Sarcoma tissue treated by Method (a) and inoculated 
into mice [number unspecified] gave rise to one tumour 
of the same nature after an interval of 6 weeks, while 
after 4 days’ cultivation in vitro there was some lique- 
faction of the medium, and 1 out of 35 explants showed 
positive growth. Adenocarcinoma tissue after treat- 
ment by either method induced no tumours in vivo and 
showed no growth in vitro, and similarly negative results 
were obtained with normal tissues subjected to either 
treatment, although liquefaction occurred around frag- 
ments of the adenocarcinoma tissue treated by Method 
(5) with slow thawing and cultured in vitro, indicating 
the presence of enzymic activity in the cells although 
they were incapable of growth. 

The authors conclude that tumour cells are capable 
of surviving storage at —79° C. for several months, 
provided freezing is relatively slow and thawing relatively 
rapid, thus rendering improbable the interpretation put 
forward by Gye et al. that a virus is responsible for 
the induction of tumours with frozen material. 

[Similar results have been reported by the abstracter 
and his colleagues (Brit. med. J., 1950, 2, 1129, 1134, and 
1136). They demonstrated both in vivo and in vitro that 
tumour cells may survive freezing to —79° C. or freezing 
and desiccation, and showed sarcoma tissue to be more 
resistant than carcinoma to this type of treatment It is 
possible that the paucity of positive results obtained with 
sarcoma tissue by the present authors may have been the 
result of the lack of a diluent such as glucose, or of the 
difference in resistance to freezing exhibited by different 
sarcomata and even by successive transplants of the 
same tumour.] L. Dmochowski 


444. The Effect of Cold and Desiccation on the Tumour- 
producing Activity of the Cells and the Virus of the Rous 
No. 1 Fowl Sarcoma 

M. A. Epstein. British Journal of Cancer (Brit. J. 
Cancer] 5, 317-327, Sept., 1951. 31 refs. 


The results are presented of studies on the effect of 
freezing and storing at —70° C., repeated freezing and 
thawing, and of freezing followed by drying on prepara- 
tions of the cells and the virus of the Rous No. 1 sarcoma. 
Homogenized tumour tissue was used; rapid freezing 
was carried out by.spinning ampoules containing 1 ml. 
of disintegrated tumour (undiluted) in a mixture of 
alcohol and carbon dioxide ice, and rapid thawing by 
immersion of the ampoules in water at 22°C. Drying of 
the frozen preparations in vacuo lasted from 3 to 5 hours, 
and after drying the material was resuspended in 1 ml. 
of distilled water. Virus and cell suspensions were made 
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from tissue subjected to each of the three different forms 
of treatment and from untreated tissue, a 10° (v/v) sus- 
pension in saline being centrifuged in an angle centrifuge 
at 3,500 r.p.m. for 15 minutes, and the supernatant fluid 
decanted and centrifuged in a horizontal centrifuge at 
6,000 r.p.m. for a further 15 minutes. The resulting 
supernatant fluid was used as the virus suspension, and 
the tumour cell suspensions consisted of the deposit from 
the angle centrifugation repeatedly washed and re- 
suspended in fresh saline. These suspensions were 
diluted with saline in serial tenfold steps and inoculated 
into Brown Leghorn fowls. The same suspensions were 
also mixed with an equal volume of serum obtained from 
normal and immune fowls, incubated, and then inoculated 
into chickens. 

Both cell and virus suspensions made from treated 
tumour tissue were found to be less active in inducing 
tumours than similar suspensions made from untreated 
tissue. The activity of the suspensions from untreated 
_ material was only slightly neutralized by the immune 
serum, whereas the activity of the suspensions from 
tumour tissue subjected to repeated freezing and thawing 
or freezing and storing was completely, and that of sus- 
pensions from freeze-dried tissue almost completely, 
neutralized. The same serum also strongly neutralized 
the activity of the Rous virus suspensions. The results of 
these neutralization tests are taken as a proof that 
Rous-sarcoma cells were destroyed by the various treat- 
ments, and the inhibition of the activity of the suspensions 
of these cells is explained as due to the presence of Rous 
virus and the absence of unharmed tumour cells. 

{It would appear that this conclusion is not entirely 
justified. The neutralizing effect of immune serum on 
suspensions of treated tumour cells may have been more 
pronounced because the number of viable cells present in 
the treated material was decreased compared with the 
untreated material. A histological study of the treated 
material, and its testing by the method described by the 
abstracter and Millard (Brit. med. J., 1950, 2, 1136), might 
have given much more convincing evidence of the be- 
haviour of Rous-tumour cells following the various treat- 
ments. It is equally unconvincing to claim that the 
drying process used was more effective (because of the 
preliminary freezing and its duration for up to 5 hours) 
than that used by Nakahara, who found that Rous- 
sarcoma cells survived drying, since no comparison was 
made of the activity of material dried with and without 
preliminary freezing. The effectiveness of a drying 
process should be judged not from its duration, but from 
the state of dehydration of the dried material. The 
difference in activity between cell and virus suspensions 
obtained from the same material treated in the same 
manner may raise further doubts about the claim that 
the activity of the suspensions of treated cells was the 
result of the survival of the Rous virus and not of 
tumour cells. 

It seems desirable to point out that centrifugation 
procedures should be described in terms of gravitational 
force rather than of the number of revolutions per 
minute, as the latter information is insufficient for 
repetition of the experiments by other workers.] 

L. Dmochowski 


445. Studies on the ‘‘ Cytotoxic ’’ Properties of Mam- 
mary Tumour Agent Antiserum 

L. W. Law and R. A. MALMGREN. Journal of the 
National Cancer Institute [J. nat. Cancer Inst.] 11, 1259- 
1268, June, 1951. 20 refs. 


Antisera were prepared in rabbits against normal 
lactating mouse mammary tissues, similar tissues con- 
taining the mammary tumour agent, a mouse mammary 
adenocarcinoma carrying the mammary tumour agent, 
and a similar adenocarcinoma without the agent. Mouse 
tissues were derived from animals of the tumour-agent- 
carrying C3H strain or the.closely related but agent-free 
C3Hb strain. Suspensions of the agent containing 
tumour were mixed in varying concentrations with the 
antisera. After incubation for varying periods and at 
different temperatures the suspensions were injected into 
C3Bh mice. Results, which were assessed on the per- 
centage of tumour takes and the mean age of mice at 
death, showed no consistent difference between antisera 
produced against tissues containing, or those freed from, 
the mammary tumour agent. G. Calcutt 


446. Macrophage Migration in Experimental Athero- 
sclerosis 

J. H. StMonton and J. W. Gorman. Circulation [Cir- 
culation] 4, 557-562, Oct., 1951. 5 figs., 4 refs. 


There are three possible sources of lipoid in athero- 
matous lesions: local fatty changes, movement of lipoid- 
laden molecules from the blood into the arterial intima, 
and migration into the intima of lipoid-filled cells which 
have originated elsewhere in the body. With reference 
to this last hypothesis, the authors have studied the 
possibility of the Kupffer cells migrating from the liver 
to the aorta through the blood stream by Means of 
experiments on rabbits carried out at the University of 
California. 

It was first demonstrated that ionium, a radioactive 
isotope of thorium, when injected intravenously in a 
colloid medium, became concentrated in visceral macro- 
phages. After producing a lipaemia and inducing 
atheroma in animals which had previously been given 
ionium by feeding them with cholesterol, they were 
killed and the radioactivity of the various organs and of 
the atheromatous aortic plaques compared. The radio- 
activity in the aorta was found to be relatively low, 
whereas high degrees of radioactivity were found in the 
liver, spleen, and bone marrow. This finding is inter- 
preted as evidence against the macrophage theory of 
genesis of atherosclerosis. J. L. Lovibond 


447. Studies in Atherosclerosis. VII. Through Stabil- 
ization of Blood Cholesterol 

O. J. POLLAK. Geriatrics [Geriatrics] 6, 309-313, Sept.— 
Oct., 1951. 13 refs. 


This is a survey of the author’s previous experimental 
work and of other data in the literature dealing with the 
biochemfstry of albumin and globulin in relation to 
cholesterol, and the part played by these substances 
in the aetiology of atherosclerosis. Experiments on 
rats have shown that hypo-albuminaemia soon leads to 
hypercholesterolaemia and atherosclerosis. The use of 
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lipotropic agents is suggested for the alleviation of hypo- 
albuminaemia in aged patients, supported by intravenous 
and oral administration of albumin. Lipotropic agents, 
in removing fat from the liver cells, allow these cells to 
resume their natural role in the synthesis of albumin. 

J. Leyberg 


448. Experimental Arterial Disease. I. The Reaction 
of the Pulmonary Artery to Minute Emboli of Blood Clot 
W. B. WARTMAN, R. B. JENNINGS, and B. HUDSON. 
Circulation [Circulation] 4, 747-755, Nov., 1951. 11 figs., 
9 refs. 


Blood was taken from the left ventricle of rabbits, 
allowed to clot, and the clots fragmented mechanically 
and injected intravenously into other rabbits. The lungs 
were examined after periods ranging from 3 minutes to 
70 days and showed the changes of acute arteritis, fol- 
lowed later by fibrous intimal thickening. The findings 
are similar to those of Harrison, who injected small 
washed human blood clots into rabbits. 

[The abstracter has reported the production of small 
fibrous thickenings in the same situation in rabbits by 
the injection of numerous larger blood clots prepared 
from each rabbit in turn (J. Path. Bact., 1952, 64, 13). 
Duguid’s suggestion of the possible importance of mural 
thrombi in the development of atherosclerosis is thus 
receiving experimental support.] Brian E. Heard 


449. Experimental Arterial Disease. II. The Reaction 
of the Pulmonary Artery to Emboli of Filter Paper Fibers 
W. B. WARTMAN, B. Hupson, and R. B. JENNINGS. 
Circulation [Circulation] 4, 756-763, Nov., 1951. 11 figs., 
5 refs. 


Rabbits’ lungs were examined histologically after the 


_intravenous injection of saline suspensions of minute 


fibres of filter paper, alone or with human fibrin or clots 
of whole rabbits’ blood. An acute arteritis was fol- 
lowed by diffuse or eccentric fibro-elastic intimal thicken- 
ing, and sometimes intravascular bridges were formed. 
No lipoids were seen in the lesions. Minute emboli of 
human fibrin alone had no effect on the pulmonary 
arteries. The authors confirm the findings of von Glahn 
and Hall, who saw intravenously injected foreign par- 
ticles apparently~ passing outwards through the vessel 
walls. They draw attention to the possible danger of 
intravenous injections of solutions containing even 
minute foreign bodies. Brian E. Heard 


450. Fibrinolysis and the Eosinophil Count 
S. C. TRuELOveE. Clinical Science [Clin. Sci.] 10, 229— 
240, 1951. 2 figs., 17 refs. 


Fibrinolytic activity appears in the blood under con- 
ditions of great stress, and it has been shown that in- 
jection of adrenaline provokes a similar response (Biggs 
et al., Lancet, 1947, 1, 402). Injection of adrenaline is 
followed by a fall in the eosinophil count of the blood. 
The present work reveals that, although administration 
of adrenaline in doses sufficient to produce fibrinolysis is 
followed by marked eosinopenia, injection of smaller 
doses, insufficient to produce fibrinolysis, is not; and 
fibrinolytic activity may be produced by suggestion under 


hypnosis without subsequent eosinopenia developing. 
Noradrenaline, 2 to 4 mg., failed to produce fibrinolytic 
activity in 4 subjects. A. Brown 


451. Depressor Effect of Potassium Restriction on Blood 
Pressure of the Rat 

S. C. Freep and M. FRIEDMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 78, 75-77, Oct., i951. 1 fig., 
7 refs. 


In this study of the hypotensive effect of potassium 
restriction rats were fed on a standard diet containing 
only 0-01% potassium and 0-4% sodium. After 7 weeks 
they showed an average gain in weight of 38 g. for the 
group (24 animals) and a fall of the average blood 
pressure from 104 mm. Hg to 84 mm. Hg; moreover, all 
the rats became asthenic. A control group of 29 rats 
were given a diet containing, in addition, 0-6% of potas- 
sium. The gain in weight of this group was 121 g. and 
the blood pressure increased from 105 mm. Hg to 113 
mm. Hg, a change which might be expected in growing 
rats. 

In view of this depressor effect of potassium restriction, 
a similar lot of rats were given a diet deficient in potas- 
sium (0-01%) as well as in sodium (0-04%). There was 
actually a loss of 6 g. in average weight after the experi- 
mental period of 7 weeks, but there was no fall in the 
blood pressure over the period of the experiment; they 
were, however, as asthenic as the rats fed on a diet 
deficient only in potassium. Finally, 22 rats made 
deficient in potassium were given excess sodium (0-70%). 
There was little gain in weight and the fall in the blood 
pressure was somewhat less than that seen in rats re- 
ceiving a normal amount of sodium in their potassium- 
low diet. It is concluded that lowering the blood . 
pressure can be prevented by simultaneous restriction of 
sodium. Some pathological changes in heart, kidneys, 
and adrenal glands from these experimental rats are also 
briefly described. A. I. Suchett-Kaye 


452. Experimental Pyelonephritis and Hypertension in 
Rats 

J. K. SprrzNAGEL and H. A. SCHROEDER. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 77, 762-764, Aug., 1951. 
7 refs. 


In the experiments described 16 white rats were used 
to demonstrate changes in arterial blood pressure after 
the production of unilateral pyelonephritis by Mallory’s 
method. The left ureter was brought into the loin as in 
the manner of a loop colostomy, the glass rod of the 
colostomy being replaced by a wire which produced 
partial obstruction of the ureter. Twenty-four hours 
after operation an injection of a suspension of Bacterium 
coli was made into a tail vein. 

In 2 control rats the obstruction to the ureter was 
removed before the injection of Bact. coli was made. 
In another rat the obstruction was removed and no in- 
jection was made. -None of these 3 control animals 
developed either renal infection or hypertension. In 4 
other animals acute infections developed from which 
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they quickly died without signs of hypertension. In all 
the remaining 9 rats unilateral chronic pyelonephritis 
and hypertension developed, but not all of them had 
hydronephrosis. Examination of the right kidney in 
those animals which became hypertensive revealed micro- 
scopic vascular changes, but the organ was otherwise 
normal. 

From these findings the authors conclude that hyper- 
tension invariably follows the experimental production of 
chronic unilateral pyelonephritis in rats, but that hydro- 
nephrosis does not inevitably result from partial obstruc- 
tion of the ureter and infection, only kidneys in which 
there is ureteral and pelvic stasis becoming infected. 

W. Skyrme Rees 


453. Relation of Adrenal Cortical Function to Scurvy in 
Guinea-pigs. Preliminary Experiments 

B. E. CLayTon and F. T. G. Prunty. British Medical 
Journal (Brit. med. J.| 2, 927-930, Oct. 20, 1951. 24 refs. 


Guinea-pigs given a scorbutic diet showed a fall in 
body weight after 9 to 15 days and in food intake after 
12 to 16 days, and death occurred from scurvy in from 
21 to 29 days. As the animals became scorbutic there 
was a well-marked rise in the urinary 17-ketosteroid 
output, which reached a peak in the terminal phases. 
Adrenal enlargement could be prevented by subcutaneous 
daily doses of 5 to 20 mg. cortisone acetate; preliminary 
experiments suggested that a daily dose of 5 mg. cortisone 
suppressed the endogenous 17-ketosteroid excretion. 

ACTH was administered in doses of 10 mg. or 20 mg. 
daily in 4 2-hourly or 8-hourly subcutaneous injections 
respectively. The findings in respect of ACTH were 
inconclusive, but suggested that its administration to 
scorbutic guinea-pigs could cause additional adrenal 
hypertrophy. The 17-ketosteroids were apparently in- 
creased in the early stages of scurvy, and in the later 
stages the output appeared to be maximal. Neither 
ACTH nor cortisone influenced the course of the scurvy. 
The findings, together with the relevant literature, are 
discussed. Norval Taylor 


454. The Effects of a Folic Acid Antagonist (Aminop- 
terin) on Albino Rats: a Study in the Pathogenesis of 
Sprue 

E. Wott and J. J. OLESoN. British Journal of Experi- 
mental Pathology (Brit. J. exp. Path.] 32, 458-461, Oct., 
1951. 10 figs., 4 refs. 


Changes in the bone marrow and gastro-intestinal 
tract of chicks fed on a synthetic diet lacking folic acid, 
or on an adequate diet supplemented with a folic acid 
antagonist (4-aminopteroylaspartic acid), have previously 
been described (Woll, Arch. Path., Chicago, 1948, 46, 
559). The authors have now carried out similar experi- 
ments with similar results on albino rats. The animals 
were divided into 3 groups: (A) 15 controls, diet of 
commercial food and water ad lib; (B) 35 rats, diet as 
above plus a daily dose of 25 wg. of aminopterin (4- 
aminopteroylglutamic acid) orally by catheter; (C) 20 
rats, diet as (A) plus a single dose of 100 wg. of aminop- 
terin, given as above. Animals in Groups A and B 
were killed at 3-day intervals from the 3rd to the 25th 


day; those in Group C at 3- to 9-hour intervals from 
the Ist to the 3rd day. In addition, 10 rats were kept 
without food and 10 without water and were killed at 
3-day intervals. These animals and those in Group A 
failed to show the lesions which were constantly present 
in Groups B and C, the members of which showed pro- 
gressive malnourishment and dehydration associated 
with haemorrhagic diarrhoea, hunched position, rough 
fur, and brown staining of snout, eyelids, paws, and tail, 
but no paralysis or incoordination. 

The chief necropsy findings were severe anaemia and 
dehydration, shrunken spleen, thymus, and lymph_nodes, 
and large ulcers in the small and large intestines, with a 
normal stomach. On histological examination the 
earliest changes were found in the bone marrow and 
consisted in a decrease in the number of mature granulo- 
cytes, followed by an absolute increase in the number of 
stress cells and decrease in that of normoblasts, and 
finally by disappearance of most of the normal cellular 
elements of the marrow. The spleen, lymph nodes, and 
thymus showed progressive depletion of normal elements 
in the same way. In the intestinal canal there was in- 
volvement of the ileum, duodenum, colon, and oeso- 
phagus, in that order, with swelling of the cytoplasm 
and nucleus of the gland cells, followed by some dis- 
organization and cystic dilatation of the gland lumen, 
atrophy, ulceration, and fibrosis; the stomach showed 
no microscopic changes and there was no appreciable 
departure from normal in the other viscera. 

The authors suggest a possible relationship between the 
condition described and sprue. H. S. Stannus 


455. A Comparative Study of the Rate of Atrophy of 
Skeletal Muscle following Anterior Ramisection and 
Acute Anterior Poliomyelitis in the Rhesus Monkey. 
With a Note on the Weight of the Sartorius Muscle in 
the Normal Animal 

R. E. M. Bowpen. Bulletin of the Johns Hopkins 
Hospital (Bull. Johns Hopk. Hosp.| 89, 153-180, Sept., 
1951. 16 figs., 29 refs. : 


Anterior ramisection of the spinal nerves L3, L4, LS, 
and L6 was performed on 11 rhesus monkeys. The rates 
of atrophy of the sartorius, gastrocnemius and tibialis 
anterior muscles were found to be similar, and there was 
no evidence of hypertrophy of the sartorius muscle of 
the contralateral limb. Forty monkeys suffering from 
clinically complete paralysis of the hip flexors and 
quadriceps group of muscles on one or both sides, re- 
sulting from anterior poliomyelitis, were also examined. 
It was found that the degrees and rates of atrophy of the 
sartorius muscle following anterior ramisection and 
complete paralysis due to experimental poliomyelitis do 
not appear to differ significantly. 

The weight of the sartorius muscle was studied in 86 
normal rhesus monkeys; it was found that the variation 
between the muscles of the right and left sides in the same 
individual was not more than 10% in most cases, though 
it rose to 20% in a few animals. There was some cor- 
relation between the muscle weight and the sitting height 
of the individual, and closer correlation between muscle 
weight and body weight. 
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The findings noted above were subjected to statistical 
analysis. [For a full account of the statistical methods 
and results the original paper should be read.] 

R. B. Lucas 


CHEMICAL PATHOLOGY 
456. Observations on the Effect of Orally Administered 


Atropine on the Gastric Reponse to Insulin in Patients with . 


Duodenal Ulcer 
B. F. GILL. Gastroenterology [Gastroenterology] 19, 331-— 
335, Oct., 1951. 8 refs. 


Injection of 0-3 to 1-5 mg. of atropine sulphate in 
normal man is known to reduce or abolish gastric motor 
and secretory responses to insulin-induced hypogly- 
caemia. 

In 5 males with uncomplicated duodenal ulcer and on 
a standard dietary regimen the rates of secretion of juice 
and of free acid and of pyloric evacuation in response to 
insulin hypoglycaemia were measured by a dye dilution 
method. A test dose of 15 units of crystalline insulin 
was injected intravenously, and this was repeated after 
giving 2-4 mg. of atropine sulphate 4-hourly day and 
night for 2 days. The effect of atropine sulphate varied 
greatly in different patients, but never completely in- 
hibited the effect of the hypoglycaemia on the stomach. 
Possible reasons for the difference between the effects of 
oral and of injected atropine are briefly discussed. 

{It would be particularly interesting to know the 
effect of injected atropine on the responses in these same 
5 patients.] Derek R. Wood 


457. A Test for the More Accurate Recognition of Gall- 
bladder and Liver Bile during Diagnostic Biliary Drainage 
A. A. Hatt and J. M. MAsen. Annals of Internal 
Medicine [Ann. intern. Med.] 35, 812-819, Oct., 1951. 
2 figs., 3 refs. 


The separation of the bile fractions drawn off at biliary 
drainage into (A) bile-duct, (B) gall-bladder, and (C) 
liver bile by their colour may not always be accurate, 
liver bile, for example, being sometimes at least as deep 
in colour as the usual B fraction. The authors have 
devised a more accurate method, which consists in giving 
** priodax ’’ (iodoalphionic acid) before drainage and 
estimating its concentration in the bile withdrawn, gall- 
bladder concentration being confirmed simultaneously 
by cholecystography. Bile from the gall-bladder may 
then be identified by its much higher content of priodax. 
For estimation of priodax content the fluid is first 
oxidized by boiling with acid permanganate, the iodine 
in the priodax being converted to iodate. After libera- 
tion of the free iodine by potassium iodide, starch 
solution is added and the priodax content estimated. by 
colorimetric comparison of the blue colour against that 
given by a standard solution of priodax subjected to the 
same procedure. 

The results of this test in a small series of cases are 
described. In general, the designations (A, B, or C) 
given to the bile fractions on examination of their colour 
were confirmed by their iodine content, so that it may 


be concluded that a trained-observer can usually dis- 
tinguish gall-bladder from liver bile during biliary 
drainage. The iodine compound was found to be still 
present in the liver 14 hours after ingestion, but to be 
absent after 38 hours. Thomas Hunt 


458. Use and Interpretation of the Fantus Estimation of 
Urinary Chloride 

W. H. Taytor. British Medical Journal (Brit. Med. J.] 
2, 1125-1128, Nov. 12, 1951. 10 refs. F 


The effect of the presence of other anions on the 
accuracy of the Fantus test for the estimation of urinary 
chloride concentration was determined by adding various 
anions in the form of their solid sodium or ammonium 
salts to the 10 drops of urine used in carrying out the test. 
Sulphate, phosphate, and bicarbonate had no effect, but 
the addition of urates resulted in an increase in the value 
given by the test, of the order of 1 g. per litre where the 
urate excretion was normal. Carbonates, which are 
formed when urine is allowed to stand, also increased 
the “‘ chloride’ value, and standing the urine at room 
temperature for 24 hours increased the result by about 
2 g. per litre. Theoretically, in urines more acid than 
PH 6°5 the end-point might be obscured, and large 
amounts of ammonium ion present in the urine might 
cause some of the added silver to be removed as the 
argentammonium ion, leading to high results. [No con- 
firmatory evidence is given of these effects. The ab- 
stracter has found that protein, when present, is a serious 
source of error, and that phosphates, in neutral or 
alkaline urine, may also cause incorrectly high results.] 

As measurements in the Fantus test are made in drops, 
considerable errors may occur even with experienced 
observers. The same experienced observer determined 
the chloride content of 62 fresh specimens of urine by the 
Fantus and Volhard methods. Out of 26 of these, in 
which the chloride content by. the latter method was in 
the range 0 to 10 g. per litre, in 8 the Fantus test gave 
an error of 1 to 2 g. per litre, and in 2 an error of 
2 to 3 g. per litre. Of the remainder, the Fantus test in 
13 gave an error of 1 to 2 g. per litre, and in 2 an error 
of 2 to 3 g. per litre.. With reference to the interpretation 
of the Fantus test, cases are quoted to show that a low 
urinary chloride level may occur when the blood chloride 
level is normal or raised, and conversely that a high or 
normal urinary concentration of chloride may exist to- 
gether with a low blood chloride level. M. Lubran 


459. Attainment of Equilibrium between Plasma and 
Urine, with Reference to Measurement of Renal Clearances 
A. J. Micute and C. R. Micuie. Journal of Urology [J. 
Urol.] 66, 518-526, Oct., 1951. 3 figs., 9 refs. 


The time taken to reach a steady equilibrium between 
the plasma and urinary levels of thiosulphate, p-amino- 
hippurate (PAH), and phenolsulphonphthalein was 
measured in 7 normal and 6 pyelonephritic human 
kidneys. The equilibrium clearance of a substance can 
be calculated only if the plasma concentration of the 
substance is constant. The substances were therefore 
injected intravenously and a steady intravenous infusion 
maintained so as to keep the plasma level at a constant 
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value. The urine was collected by means of a ureteral 
catheter. The results were expressed as percentages of 
the average plasma level or renal clearance value 40 
minutes after starting the injection. Theclearance values 
and plasma concentrations reached equilibrium after 20 
minutes. The delay was probably due to the time needed 
to wash out the dead space in the renal tubules and 
pelvis. PAH attained clearance equilibrium about 1 
minute earlier than thiosulphate and about 2 to 4 
minutes earlier than phenolsulphonphthalein. The 
physiological significance of the results is discussed. 
J. E. Page 


460. The Creatinine Clearance Test of Renal Function 
J. IspisteR. Proceedings of the Royal Australasian College 
of Physicians (Proc. roy. Aust. Colf. Phys.] 11, 102-110, 
July, 1951. 10 figs., 6 refs. 


MORBID ANATOMY AND HISTOLOGY 


461. A Note onthe Origin of Multinucleated Giant Cells 
from Vascular Channels in Tumours. Tumours Arising in 
Thyroid Gland, Bone, and Soft Tissue 

L. J. RatHer. Archives of Pathology [Arch. Path., 
Chicago] 52, 98-103, July, 1951. 4 figs., 7 refs. 


In a tumour of the thyroid many giant célls were seen 
appareittly arising from the walls of thin vascular 
channels. Similar multinucleated cells have been ob- 
served in a giant-cell tumour of bone which recurred 
after operation. These cells originate as a reaction 
in blood vessels, and are seen in benign or malignant 
tumours and even in non-neoplastic lesions. They are 
not specific of any condition. E. Neumark 


462. Neurologic Lesions of Erythroblastosis Fetalis in 
Relation to Nuclear Deafness 

W. B. DusLin. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 21, 935-939, Oct., 1951. 1 fig., 
12 refs. 


Children who survive erythroblastosis foetalis may 
suffer from neuropsychiatric sequelae, including deafness ; 
the latter may sometimes be the sole or main residual 
effect. The brains of 7 newborn infants with erythro- 
blastosis were examined, with particular attention to 
the auditory pathway. The dura was icteric, but not the 
leptomeninges. There was cerebral swelling and con- 
gestion, with some petechial or larger haemorrhages in 
the white matter. Kernicterus, if present, involved the 
lenticular nuclei and hippocampus, and sometimes the 
brain-stem and dentate nuclei. The nerve cells showed 
cloudy swelling or pyknosis, and “ golden pigment ”’ 
was seen in large ganglion cells as granules; haemo- 
siderin was occasionally present in haemorrhagic areas. 
The cochlear nerves showed no change, but the cochlear 
. nuclei showed decided injury, sometimes few normal 
ganglion cells remaining. The superior olivary nuclei 
and the medial geniculates were affected, but the inferior 
colliculi were only slightly damaged. Pigment was seen 
in the nuclei. There appeared to be some general loss 
of myelin, but the early stage of myelin development at 


this age made evaluation uncertain. The mechanism of 
cerebral lesion is one of anoxia, the distribution of lesions 
being the same as in other anoxic conditions. Theoreti- 
cally, the Rh factor present in the tissues might have an 
injurious effect. Gwenvron M. Griffiths 


463. An Ascaris Larva in the Brain in Association with 
Acute Anterior Poliomyelitis 

W. BEAUTYMAN and A. L. Woo.r. Journal of Pathology 
and Bacteriology {J. Path. Bact.] 63, 635-647, Oct., 1951. 
12 figs., 44 refs. 


A 6-year-old girl died on the Sth day of an illness 
clinically resembling polioencephalitis. In the left 
thalamus there was a single granuloma about 0-5 mm. 
in diameter and containing foreign-body giant cells and 
a parasite identified as a larval ascarid and probably as 
Ascaris lumbricoides. At various other sites there were 
capillary thrombi and perivascular haemorrhages, in- 
terpreted as evidence of migration of ascarid larvae 
through the cerebral vessels. In the spinal cord and 
nuclei of the brain stem were the typical lesions of polio- 
myelitis. 

This is the first case in which ascarid larvae have been 
found in the human brain. It is suggested that the 
migration of larvae through the brain precipitated the 
onset of poliomyelitis. . C. V. Harrison 


464. Cerebral Lesions in Congenital Heart Disease. A 
Review of Autopsies on One Hundred and Sixty-two Cases 
M. BERTHRONG and D. C. Sasiston. Bulletin of the 
Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.] 89, 
384-401, Nov., 1951. 26 refs. 


The authors studied post mortem 162 cases of con- 
genital heart disease—135 of the cyanotic and 27 of the 
acyanotic type. Both in patients who had been operated 
upon and in those not treated surgically cerebral lesions 
occurred much more frequently than in patients without 
cardiac malformations. The reasons for this fending are 
discussed, importance being ascribed to the part played 
by polycythaemia in the causation of infarctions. Brain 
abscesses are also claimed to occur with increased fre- 
quency in these patients. The authors further report a 
high incidence of congenital aneurysms of the circle of 
Willis in patients with coarctation of the aorta. 

R. B. Lucas 


465. Coexistent Gastroduodenal and Cerebral Lesions 
in Infancy and Childhood 

H. G. SCHLUMBERGER. Archives of Pathology [Arch. 
Path., Chicago] 52, 43-66, July, 1951. 9 figs., biblio- 
graphy. 

In 251 consecutive necropsies on children the author 
found 89 cases of cerebral lesions, in 10 of which there 
were also lesions in the stomach or duodenum. Gastric 
or oésophageal erosions and gastromalacia occurred in 
3 children, one being a premature baby; the brain 
showed oedema and anoxia, ventricular haemorrhage, 
and poliomyelitis respectively in these cases. The ulcers 
were acute, and thrombi were present in small vessels in 
the submucosa, suggesting that they arose following in- 
farction. Duodenal erosions were observed in 6 cases, 


I 


of 
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3 of which were of tuberculous meningitis, and the others 
of poliomyelitis, sinus thrombosis, and microcephaly 
respectively. 

The exact relationship between cerebral and gastro- 
duodenal lesions is obscure. A neural mechanism 
originating in the diencephalon may cause ischaemia of 
the mucosa, but humoral responses may also play a part. 
The adrenal glands in the cases under review were normal, 
but all the patients had been subjected to stress. It is 
thought likely that large amounts of cortical hormones 
were liberated, causing an increase in gastric secretion 
and impairment of the healing of the erosions. 

E. Neumark 


466. A Histological Study of Seven Cases of Right 
Bundle-branch Block. (Etude histologique de sept cas 
de bloc de la branche droite) 

J. Lenzcre, H. GHEVALIER, and R. JAcquor. Archives 
des Maladies du Caeur et des Vasisseaux [Arch. Mal. 
Ceur] 44, 481-511, June, 1951. 24 figs., 18 refs. 


In this paper are described 7 cases of right bundle- 
branch block which came to necropsy. Electrocardio- 
graphic tracings and a description of careful histological 
studies of the interventricular septa are given. The latter 
involved extensive serial sectioning, and the results may 
be summarized as follows: (a) in 2 cases of complete 
right bundle-branch block there was a total and extensive 


interruption of the right conducting bundle; (5) in a — 


case of complete block of Wilson’s type there was an 
extensive and complete interruption of the right con- 
ducting bundle (and an associated hypertrophy of the 
right and especially the left ventricle); (c) in a case of 
complete but intermittent block there was localized 
hyperaemia with some haemorrhage and adjacent in- 
flammation, but no interruption of the conducting 
bundle; (d) in 3 cases of complete block the conducting 
bundle was absolutely intact, but there was hypertrophy 
of the right ventricle. 

In all cases the divisions of the left conducting bundle 
were intact. F. A. Langley 


467. The Natural History of Venous Thrombosis 
C. RaeBurN. British Medical Journal [Brit. med. J.] 2, 
517-520, Sept. 1, 1951. 8 figs., 8 refs. 


The venous system was examined at 130 consecutive 
necropsies, particular attention being paid to the main 
veins of the legs. Thrombosis of the veins of 1 or both 
legs was found in 35 cases (26-9%), massive pulmonary 
emboli in 13 cases (10%), and lesser emboli in 7 cases 
(5:5%). Of the 35 cases of venous thrombosis, 19 
(54:2%) showed histological evidence of recurrent throm- 
bosis, with 12 cases of embolism. In the remaining 16 
cases there was no evidence of previous thrombotic 
attacks, though there were 8 instances of embolism. Of 
the 13 massive emboli, 8 came from sites of recurrent 
thrombosis. 

Histologically, early thrombi showed an: endothelial 
covering, preceding organization. That these lesions 
were based on previously damaged areas of vein wall was 
shown by focal muscular atrophy and fibrosis and 
vascularization of the intima. The fibroblasts seen in 

M—K 


these lesions are, it is considered, transformed eventually 
into endothelial cells. 

In lesions of intermediate age the layer of mural 
thrombus organizes completely. The intima becomes 
vascularized and blended with the organized thrombus, 
and superimposed on this zone of granulation tissue is 
recent thrombus. Finally, granulation tissue completely 
fills the vein. 

The author considers that the physico-chemical state 
of the endothelial cell is affected by general, or sometimes 
local, modification of the blood and tissue fluids, and 
that the cells become more adhesive, or there may be a 
release of the intercollagenous cement substance. 
Platelet and erythrocyte thrombi form, usually at a 
number of points, in the intramuscular and main leg. 
veins. In circumstances unfavourable to the formation 
of thrombi these lesions endothelialize and organize; in 
favourable circumstances each clot spreads and coalesces 
with others. It is suggested, therefore, that venous throm- 
bosis in the leg is a chronic additive process and not, as 
generally thought, an acute disorder. R. B. Lucas 


468. Anaplastic Cells of Fetal Adrenal Cortex 

J. M. Craic and B. H. LANDING. American Journal of 
Clinical Pathology {Amer. J. clin. Path.] 21, 940-949, 
Oct., 1951. 7 figs., 27 refs. 


In this paper large anaplastic cells occurring in the 
foetal cortex are described. These were found in 33 of 
1,039 adrenal glands removed from stillborn infants and 
infants who had died soon after birth. The incidence was 
greater among cases of erythroblastosis foetalis. The 
cells are considered to be capable of reproduction, even 
though mitoses were never demonstrated, and are re- 
garded as the product of large cells found in the early 
developing cortex. They are not considered to be 
formed as part of the involution of the foetal cortex. . 

It is felt that in a small percentage of cases these cells | 
may give rise to the masculinizing cortical carcinoma of 
childhood, although it is stressed that this is not regarded 
as invariable. R. Heptinstall 


469. .The Histology of Adamantinoma 

R. B. Lucas and A. C. THACKRAY. British Journal of 
Cancer (Brit. J. Cancer] 5, 289-300, Sept., 1951. 12 figs., 
28 refs. 


This paper contains an illustrated account of the 
clinical and pathological findings in 20 cases of adamanti- 
noma. The patients were mostly young adults, 10 of 
them males. The tumours showed the well-recognized 
characteristics of slow growth and long duration. Re- 
currence after inadequate treatment was common. 
Histologically, in 4 patients the tumour showed very 
little differentiation; in the remainder the tumour was 
either largely “ follicular” or mixed intype. Micro- 
cysts were present both in epithelial masses and in the 
stroma in 14 cases. 

Theories of the histogenesis of adamantinomata are 
discussed. From their own studies the authors con- 
clude that adamantinoma arises in the enamel organ 
(rests of Malassez) in most instances rather than in the 
dental lamina (rests of Serres). A. Wynn-Williams 
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470. Electronmicrography of Treponemas from Cases 
of Yaws, Pinta, and the So-called Cuban Form of Pinta 
J. J. ANGULO, J. H. L. Watson, C. C. WEDDERBURN, 
F. LEON-BLANCO, and G. VARELA. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 31, 458-478, 
July, 1951. 24 figs., 22 refs. 


Treponema pertenue, Tr. carateum, and Tr. pallidum are 
indistinguishable from each other under the optical 
microscope. Material from a Jamaican case of yaws, a 
Mexican case of pinta, and a Cuban case of the Cuban 
form of pinta was therefore examined by electron- 
microscopy. 

Except for the fact that no flagellae were seen on the 
. 30 specimens of Tr. pertenue examined (which, the authors 
state, might have been owing to artefact) no differences 
in morphology were observed between the treponemes 
from the 3 different cases. R. Hare 


471. The Effect of Certain Antibiotics, Antimalarial 
Drugs and Amebicides on Candida albicans 

O. Beck and H. Lacy. Texas Reports on Biology and 
Medicine [Tex. Rep. Biol. Med.] 9, 395-405, 1951. 
20 refs. 


The fungus Candida albicans may infect certain mem- 
branes of the human body, causing low-grade infections 
of mouth, vagina, skin, and lungs. Of 40 drugs screened 
in vitro against C. albicans, “‘ vioform” (5-chloro-7- 
iodo-8-quinolinol) was considered the most promising. 
It was ineffective in systemic moniliasis in rabbits, 
probably because the action of the drug is inhibited in 
vitro by the presence of serum. Its effect on localized 
moniliasis was tested clinically in 2 cases of C. albicans 
pruritus and proctitis in a dosage of 250 mg. 3 times 
daily. Improvement occurred in both cases after 2 
days’ treatment and the patients remained asymptomatic 


for a month. R. Wien 
VIRUSES 

472. Adaptation of & Lansing Strain of Poliomyelitis 

Virus to Newborn Mice . 


J. CaSALS, P. K. Otitsky, and R. O. ANsLow. Journal 
of Experimental Medicine [J. exp. Med.| 94, 111-121, 
Aug., 1951. 3 figs., 17 refs. 


Newborn mice are considerably more resistant .to 
injections of the Armstrong or MEF | strains of Lansing 
poliomyelitis virus than adult mice, the incidence of 
disease of the central nervous system being definitely less 
and the incubation period longer. However, by a series 
of rapid passages (material for passage being taken on 
the 3rd to the 12th day after inoculation) of the MEF 1 
strain in newborn mice, a strain was obtained which 
showed evidence of better adaptation to newborn mice. 
This change was not apparent until after 10 intracerebral 


passages, but from then onwards successive passages 
produced paralysis or death in 90% or more of the mice 
in contrast to the 60° obtained with material from the 
Ist to the 10th passages. The authors point out that in 
all probability the recently isolated virus consists of 
particles having different infectivity, and that rapid 
passage enables virus particles with the ability to para- 
sitize the cells of newborn mice to become predominant. 
R. Hare 


473. A Specific Complement-fixation Test for Infection 
with Poliomyelitis Virus 

J. CaASALS, P. K. OLitsky, and R. O. ANSLow. Journal 
of Experimental Medicine [J. exp. Med.] 94, 123-137, 
Aug., 1951. 16 refs. 


Previous work has shown that emulsions made from 
the brains of adult mice infected with Lansing-type 
poliomyelitis virus either fail to fix complement with 
immune serum or give non-specific reactions. However, 
an antigen prepared from the brains of newborn mice 
infected with the MEF 1 strain of this virus after adapta- 
tion (see Abstract 472) was found by the authors to give 
specific complement fixation with immune serum from 
mice, cotton rats, monkeys, and human convalescents 
(Proc. Soc. exp. Biol., N.Y., 1950, 75, 315). This is 
probably because the brain of the newborn mouse can 
be emulsified in a smaller volume of diluent than is 
required for that of the adult, rather than because more 
antigen is available. 

Employing this type of antigen, the authors found that 
of 35 sera from poliomyelitis convalescents 21 gave 
positive results. In some the infecting virus had been 
shown to be of the Brunhilde type and there was no 
Lansing neutralizing antibody in the serum, but in spite 
of this, positive complement fixation was obtained with 
antigens of the MEF 1 strain. This suggests the pos- 
sibility of cross-reaction in complement-fixation tests. 

R. Hare 


474. Isolation of Poliomyelitis Virus from the Heart in 
Fatal Cases 

C. W. JUNGEBLUT and J. E. Enwarps. American Journal 
of Clinical Pathology {Amer. J. clin. Path.) 21, 601-623, 
July, 1951. 26 figs., 27 refs. 


In view of the fact that it has been estimated that 
severe histological changes in the heart muscle may occur 
in about 30% of fatal cases of acute poliomyelitis, efforts 
were made to isolate the virus from the heart muscle of 
5 patients who died during the 1949 epidemic of the 
disease in the U.S.A. From these patients 10% suspen- 
sions of the left ventricular myocardium and the cord 
were made and injected intracerebrally into pairs of 
young cynomolgus monkeys in doses of 1 ml. By this 
method poliomyelitis virus was isolated from both cord 
and heart of 2 patients, from the heart only of a further 
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patient, and from the cord only of another. Histo- 
logical examination of the patients’ hearts showed that 
virus might be present without evidence of myocardial 
involvement. Evidence of myocardial damage was also 
found in the hearts of the monkeys, and resembled that 
seen in the human hearts. By passage experiments it 
was found that cord virus was much more readily trans- 
mitted than heart virus, only 1 strain out of 2 of the latter 
surviving. 

The authors conclude from their findings that it is 
possible that poliomyelitis virus may exert a direct action 
on the heart in the course of infection. R. Hare 


475. The Propagation of Japanese Encephalitis Virus 
in the Mosquito by Parenteral Introduction and Serial 
Passage 

H. S. American Journal of Tropical Medicine 
[Amer. J. trop. Med. 31, 448-451, July, 1951. 6 refs. 


A mouse brain suspension of the Okinawan strain of 
Japanese encephalitis virus was injected into Say mos- 
quitoes (Culex quinquefasciatus) by passing a fine needle 
wet with virus suspension through the wall of the thorax. 
Subsequent passages were made with ground bodies of 
the mosquitoes in rabbit serum treated with 3,000 units 
of penicillin and 3 mg. streptomycin for 20 minutes. 
The mosquitoes were incubated at 30°C., relative 
humidity 70%, and fed on 5% cane sugar. 

The virus multiplied under such conditions, reaching 
a maximum titre on the third or fourth day, as measured 
by intracerebral inoculation of emulsified mosquitoes 
into albino mice. The virus could be transmitted to 
mice by allowing the mosquitoes to bite them. 

R. Hare 
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476. A Yolk Sac Technique for the Routine Isolation 
of Brucella. Injection of Clotted Blood Specimens into 
Embryonating Eggs with Recovery of All Three Species 
K. Gay and S. R. Damon. Public Health Reports { Publ. 
Hith Rep., Wash.| 66, 1204-1211, Sept., 1951. 1 fig., 
5 refs. 


In view of the fact that blood cultures in cases of 
Brucella infections are often unsuccessful, the present 
authors attempt to get better results by the use of the 
yolk sac of the developing egg. Clots from blood 
specimens received as a routine by the Indiana State 
Board of Health were employed. One-half of the clot 
was cultured in crystal violet tryptase broth, while the 
other half was disintegrated by shaking with beads in 
5 to 7 ml. of tryptase broth. In quantities of 0-5 ml. 
the latter was injected into the yolk sac of chicken 
embryos 3 to 5 days old. Subcultures were made from 
the yolk at the 10th, 14th, and 18th days of incubation. 
Material from some of the clots was injected into guinea- 
pigs for control purposes. 

Of 123 clots from human beings 27 were so heavily 
contaminated as to cause rapid death of the embryos, 
but from the 96 remaining, 1 strain of Br. melitensis, 4 
of Br. suis, and 9 of Br. abortus were obtained in the egg. 


Parallel guinea-pig inoculation yielded only | strain, and 
crystal violet broth 6 strains. Eleven isolations were 
from patients with acute symptoms of the disease, the 
other 3 from patients without symptoms. All patients 
had agglutination titres of 1 in 80 or more. The authors 
therefore consider that this method is worthy of further 
trial. R. Hare 


477. Evidence Suggesting that the Granules of Myco- 
bacteria are Mitochondria 

S. Mupp, L. C. WinTerSCHEID, E. D. DELAMATER, and 
H. J. HENDERSON. Journal of Bacteriology {J. Bact.) 62, 


— 459-475, Oct., 1951. 22 figs., bibliography. 


The readily demonstrable granules in mycobacteria 5 
have been variously interpreted in the past as spores, 
conidia, gonidia, nuclei, and many other structures. At 
the School of Medicine of the University of Pennsylvania 
the present authors, using histochemical methods and 
electron and phase-contrast microscopy, now claim to 
have identified them as centres of oxidative-reductive 
enzymatic activity containing phospholipid and having 
the essential characteristics of mitochondria. 

It was demonstrated that the reduction of tetrazolium 
and neotetrazolium to their coloured formazans, which 
is probably mediated by the flavoprotein dehydrogenase 
diaphorase, is localized to these granules, as also is the 
cytochrome oxidase responsible for the Nadi reaction. 
The acid-haematin staining reaction for phospholipids 
(Baker, Quart. J. micr. Sci., 1946, 87, 441) was positive 
throughout the mycobacterial cell, but areas of greater 
density were demonstrated, corresponding in size and 
distribution to the granules. With Janus green B, the 
classical mitochondrial stain, the succession of colour 
change characteristic of mitrochondria was observed, the 
mycobacterial granules staining initially blue-green and 
the colour changing to red and finally fading, owing to 
the reduction of the stain. Positive results were also 
obtained with Herman’s mitochondrial stain. It is 
stated that, morphologically, the mycobacterial granules 
resemble the mitochondria of higher animal and plant 
cells in contour, size, and plasticity, and that when 
volatilized by intense electronic bombardment definite 
limiting surface membranes—torn and wrinkled— 
remain. From these various enzymatic, morphological, 
and tinctorial attributes the authors conclude that the 
granules are in fact mitochondria. 

[The paper contains numerous technical details and 
should therefore be read in the original form by those 
interested. ] J. W. Czekalowski 


478. Blood Media for Determination of Sensitivity of 
Mycobacterium tuberclosis to Streptomycin 

M. S. TarsHis and A. W. FriscH. American Journal of 
Clinical Pathology [Amer. J. clin. Path.| 21, 729-736, 
Aug., 1951. 20 refs. 


The authors compared 3 kinds of medium for tests of 
the streptomycin sensitivity of Mycobacterium tuberculosis: 
(a) Herrold egg-yolk agar; (6) Youmans liquid medium in 
which bovine albumin (Fraction V, 0-2%) was used in 
place of human plasma; and (c) blood medium in 4 
different strengths. The blood media were prepared by 
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taking quantities of 97, 93, 83, and 73 ml. of hydrated 
blood agar base and adding 1 ml. of glycerin to each.. 
The solutions were then autoclaved and each brought up 
to 100 ml. by adding blood from a blood bank (1, 5, 15, 
and 25 ml. respectively) together with 1 ml. of strepto- 
mycine solutions giving final concentrations of 1, 10, 20, 
and 100 yg. per ml. respectively. The media in 3-ml. 
amounts were then run into sterile screw-cap test-tubes 
and 0-1 ml. of Myco. tuberculosis cultures in modified 
Dubos—Davis liquid medium was inoculated into each 
tube. Readings were taken after 21 days’ incubation at 
at. 

The authors found that blood medium compared 
favourably with the other two media. It was economical 
and easy to prepare, consisted of easily obtainable in- 
gredients, required no sterilization after addition of 
streptomycin and blood, supported early and luxuriant 
growth from small inocula, and gave reproducible results. 
The tuberculostatic activity of streptomycin was not 
influenced by the amount of blood in the medium. 
Investigation of the medium as a vehicle for other anti- 
biotic and chemotherapeutic agents in Myco. tuberculosis 
sensitivity tests is recommended. Joyce Wright 


479. The Relationship between the Virulence of Tubercle 
Bacilli and the Vigor of their Oxidative Attack upon 
Certain Substrates 

L. H. Geronimus and J. M. BIRKELAND. American 
Review of Tuberculosis [|Amer. Rev. Tuberc.] 64, 520-533, 
Nov., 1951. 32 refs. 


Oxygen consumption of resting cell aupensions of 
mycobacteria was strongly stimulated by physiologically 
occurring organic acids, this being even more marked 
at a pH of 6. Saprophytic mycobacteria were found to 
oxidize lactic acid and short-chain fatty acids more 
rapidly than did pathogenic strains, and within the group 
of human-type tubercle bacilli the less virulent strains 
oxidized lactic acid more rapidly than did the more 
virulent ones. The authors suggest that the success of 
an infecting tubercle bacillus invading the host tissue may 
be dependent upon its inability to oxidize certain organic 
substances rapidly. R. Salm 


480. An Experimental Study of the Action of Cholera 
Toxin 

S. N. De, J. K. SARKAR, and B. P. Tripepi. Journal of 
Pathology and Bacteriology {J. Path. Bact.] 63, 707-717, 
Oct., 1951. 4 figs., 22 refs. 


Intraperitoneal injection of saline extracts of washed 
Vibrio cholerae killed by heat leads to congestion of the 
peritoneal vessels and to a change in their permeability, 
as evidenced by the local outpouring of fluid containing 
albumin and traces of fibrinogen but no cells. This 
fluid loss leads to some haemoconcentration and fall of 
blood pressure which is increased by the general effects 
of cholera “ toxin ”’ absorbed into the circulation. These 
effects are mainly on the myocardium, which shows 
oedema and separation of its fibres, on the intestine, where 
the submucosa and mucosa are oedematous, and on the 
kidney, where marked vascular changes occur. If the 
extracts are given in sublethal doses the blood that 


normally passes through the glomeruli is cut off, pre- 
sumably by glomerular arterial spasm, and shunted to 
the medulla; only a few juxta-medullary glomeruli 
remain patent. The cortical tubules are little affected, 
but many loops of Henle show cloudy swelling. If the 
dose of “‘ toxin” is much greater, intense congestion of 
both cortex and medulla occurs and tubules in both are 
severely damaged. 

In control experiments the authors injected typhoid 
“* toxin ” intraperitoneally, or hypertonic glucose solution 
subcutaneously. The animals injected with glucose 
showed considerable haemoconcentration but a relatively 
slow fall in blood pressure; their organs showed only 
congestion. Animals injected with typhoid “ toxin” 
showed a marked fall in blood pressure without any 
significant haemoconcentration; there was no free intra- 
peritoneal fluid and the organs were uniformly congested. 
Periglomerular tubules and the loops of Henle showed 
cloudy swelling increasing in severity with increase in 
the dose of toxin” 
of glomerular blood. There was no oedema of myo- 
cardium or intestine, though the myocardium showed 
some evidence of pigmentary degeneration and loss of 
striation. 

The authors conclude that if their findings are applic- 
able to man they go far to explain the local and general 
pathology of cholera, especially of those cases of cholera 
sicca with extreme collapse but without marked diarrhoea. 

C. L. Oakley 
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481. The Preparation, Testing, and Standardization of 
Typhoid Vaccine 

A. Fevtx. Journal of Hygiene Hyg., Camb.] 49, 268— 
287, June-Sept., 1951. Bibliography. 


In this paper the author restates his views, based on 
previously published observations, as to the best type of 
typhoid vaccine and on the methods for preparing, 
testing, and standardizing such a- vaccine. Resistance 
to typhoid infection is believed to depend on the inter- 
action of two antigens and their corresponding antibodies: 
the O antibody protects against the endotoxin of the 
organism; the Vi antibody tends to inhibit multiplication 
by a stimulation of phagocytosis. The importance of 
the Vi antigen is stressed and a vaccine, killed and 
preserved with alcohol, in which the Vi antigen is 
retained is considered to be superior to other types of 
vaccine. It is shown that alcohol-treated vaccine will 
stimulate the production in rabbits, horses, and man of 
both O and Vi antibodies, which can be demonstrated in 
agglutination tests; the sera from such animals will also 
protect mice in passive-immunization tests. Other types 
of vaccine, lacking in Vi antigen, may fully protect mice 
in active-immunity tests, yet fail to protect in a passive- 
immunity test. Vi antigen may also be functionally 
altered so that it elicits the formation of an antibody 
which agglutinates, but does not protect mice. Therefore 
in testing vaccines it would be wrong to rely only on 
active-immunity tests in mice; the stimulation of both 
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O and Vi antibodies should be demonstrated in rabbits 
and man, and the serum of the former should provide 
Passive protection for mice. Mucin should not be used 
in active-immunity tests. Immunizing and challenge 
doses should be injected at different sites. Rabbits 
whose sera before inoculation contain Vi antibodies 
should not be used for production of immune sera. 
It is suggested that the author’s Ty 2 strain of Salmonella 
typhi will be found especially useful for vaccine produc- 
tion and testing because of its high virulence. 

It is pointed out that recent methods for preserving 
antigens now make it possible to prepare a standard 
typhoid vaccine which could be used for official potency 
tests, and a method whereby the potency of vaccines 
could be standardized is outlined. 

D. G. ff. Edward 


482. The Immunizing Potency of Alcohol-killed and 
Alcohol-preserved Typhoid Vaccine after Storage for Ten 
Years 

A. Fe.tx and E. S. ANDERSON. Journal of Hygiene [J. 
Hyg., Camb.] 49, 288-298, June-Sept., 1951. 18 refs. 


An alcohol-killed typhoid vaccine suspended in 25% 
alcohol and stored for 10 years at 1° to 2° C. was found 
to be as effective as a similar recently prepared vaccine 
in eliciting both O and Vi antibodies in rabbits. Two 


other alcohol-killed vaccines which had been similarly ° 


stored over the same period, the one suspended in saline 
and the other in 0-5% phenol, were deficient in Vi antigen. 
The sera of rabbits immunized with the 10-year-old 
vaccine which had been alcohol-killed and preserved in 
alcohol gave as good passive protection to mice as did 
the sera of rabbits given the freshly prepared vaccine. 
Thus it is concluded that the life of vaccines prepared 
in this way can be extended to 10 years, provided they 
are kept continuously in cold storage. The importance 
of cold storage is stressed, and it is suggested that a 
vaccine with such a long life could be used as a “* standard 
vaccine ”’ for official tests. D. G. ff. Edward 


483. The Formation of Abnormal Diphtheria Antitoxin 
in the Early Stages of Immunization 

M. Barr. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 63, 557-570, Oct., 1951. 1 fig., 22 refs. 


When diphtheria alum-precipitated toxoid is injected 
into a horse the avidity of the serum produced in response 
to the injection depends on the previous immunological 
state of the animal. If it is naturally immune—that is, 
if it possesses demonstrable circulating antitoxin—it will 
usually produce avid antitoxin with a dilution ratio 
approximating to 1-0. If it is potentially immune— 
that is, if it has no circulating antitoxin, but gives a 
secondary response to a single injection of prophylactic— 
it will probably produce non-avid antitoxin after first, 
second, and third injections if these are separated by an 
interval of a month: in a few such cases the horse will 
show non-avid antitoxin even after the fourth monthly 
injection; after the fifth injection antitoxin of satisfactory 
avidity will be produced by all horses. 

Non-immune horses without circulating antibody or 
potential immunity produced antitoxin of steadily in- 


creasing avidity with each monthly injection, so that, ~ 
whereas all those tested had non-avid antitoxin after the 
second injection, after the third injection 1 in 10 had a 
dilution ratio over 0-95; after 4 injections 3 out of 11 
exceeded this figure; after 5 injections, 7 out of 12. 

Unless the horses were re-injected, no change took 
place in the avidity of their sera; however, one naturally 
immune subject given a single dose of purified diphtheria 
toxoid showed a steady increase in dilution ratio over a 
period of 42 weeks after injection. 

The paper includes a discussion of the nature of non- 
avidity, its occurrence in immunization, and the ways in 
which it affects testing. C. L. Oakley 


484. The Role of the Spleen in Hemolysin Production 
in Rabbits Receiving Multiple Antigen Injections 

W. H. TALIAFERRO and L. G. TALIAFERRO. Journal of 
Infectious Diseases [J. infect. Dis.] 89, 143-168, Sept.- 
Oct., 1951. 7 figs., 10 refs. 


Changes in the haemolysin titre were followed in intact 
and splenectomized rabbits after they had received single 
and multiple intravenous injections of ovine erythrocytes 
as antigen. A control series of animals were injected in 
the same way after removal of the appendix, | kidney, or 
1 testicle; in most cases the injections were started 
within 1 day of the operation. Plotting of the logarithm 
of the haemolysin titre against the number of days after 
injection gave a series of connected straight lines, the 
slope showing the rate of production of haemolysin at 
different periods. Full details with tables and graphs 
are given for each group of rabbits and each type of 
injection. 

On the assumption that the rates of production of 
haemolysin by the spleen and non-splenic sources are 
additive, the contribution of each can be deduced from 
the haemolysin titre graphs. The findings show that, 
following‘a single injection of antigen, the spleen forms 
most of the haemolysin but, after multiple injections, the 
non-splenic sources become more important. The 
authors suggest that the spleen, and possibly non-splenic 
sites, are depleted of haemolysin and go into an in- 
active or refractory phase during repeated antigenic 
stimulation. When a site stops producing haemolysin, 
its concentration decreases logarithmically until it reaches 
the level maintained by the other sites of production. 

M. Lubran 


485. Development of Treponemal Immobilizing Anti- 
bodies in Mice following Injection of Killed Treponema 
pallidum (Nichols Strain) 

C. P. McLeop and H. J. MAGNUSON. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 32, 274-279, 
Oct., 1951. 10 refs. 


The study of immunity in syphilis by the artificial 
immunization of rabbits has been consistently unsuccess- 
ful: sera of infected rabbits possessed no agglutinating, 
complement-fixing, or protective antibodies against 
specific treponemal suspensions. Instead of rabbits, 
therefore, white mice were inoculated intraperitoneally 
with spirochaetes from the testicles of rabbits with 
syphilitic orchitis. Mice inoculated with a single dose of 
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8,000,000 organisms and bled 7 weeks later failed to 
produce antibodies. Some of these mice then received 
3 additional injections, 2 weeks apart, to a total of 
16,000,000 spirochaetes. When they were bled 1 week 
later positive immobilizing antibodies were demonstrated 
in vitro by the method of Nelson and Mayer. This 
development of antibodies was thought to be not a 
function of time but to depend upon the number of 
spirochaetes originally injected. Also, immobilizing 
antibodies were found to be produced by inoculating the 
mice with killed spirochaetes. The antigenic material 
in the spirochaetes was unaffected by exposure to 0-49% 
** mapharsen ”’ (oxophenarsine) for 75 minutes, and was 
relatively heat stable at 56° C., but was destroyed by 
heating at 70° C. for 40 minutes. The mapharsen-killed 
spirochaetes were more antigenic than the heat-killed 
organisms and antigenicity was not perceptibly reduced 
by prolonging the heating time at 56° C. from 40 to 80 
minutes. Mice inoculated with 12,000,000 living 
‘mapharsen-killed or heat-killed spirochaetes developed 
immobilizing antibodies in less than 2 weeks. 

The ability to produce antibodies against T. pallidum 
in animals by the inoculation of killed organisms and 
without a concurrent syphilitic infection provides a new 
tool for the study of the antigenic structure of this 
organism. T. Anwyl- Davies 


486. A Study of Immunity in Experimental Syphilis as 
Demonstrated by Contact Exposure Challenge 

C. P. McLeop and R. C. ARNOLD. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 32, 279-283, 
Oct., 1951. 4 refs. 


In order to demonstrate that a state of complete 
resistance arises in early syphilis and may persist for 
periods up to 20 months, the genital mucous membrane 
of rabbits was exposed to contact with suspensions of 
virulent Treponema pallidum. Cotton pledgets soaked 
in the spirochaete suspension were inserted into the pre- 
putial sac of each animal and kept in position for 1 hour 
with haemostatic forceps. A measured drop (0-1 ml.) 
of the suspension was added to the cotton wool every 
20 minutes so that approximately 3,000,000 spirochaetes 
were in contact with the genital mucous surfaces during 
the hour. For the next 4 months the rabbits were 
examined twice weekly and the specificity of lesions was 
proved by dark-field examinations. At the end of this 
time lymph-node transfers from those animals which 
failed to develop lesions were made into the scrotum of 
normal rabbits. 

Of 22 rabbits with early active syphilis, 20 were im- 
mune when challenged by contact exposure 10 days after 
the completion of a curative course of treatment with 
penicillin; of 15 rabbits 11 were immune 6 months after 
treatment; and of 20 rabbits 18 were immune 8 months 
after treatment. Of 13 rabbits with latent syphilis 12 
were immune when challenged by contact exposure 6 
months after treatment. In one group of rabbits with 
early active syphilis which were challenged by contact 
exposure at 8 and 20 months after termination of the 
original infection, 11 of 16 rabbits were immune to both 
challenges; 5 rabbits were immune to the first challenge, 


but were infected by the second challenge. In a group 
of rabbits with latent syphilis which were challenged by 
re-inoculation at 1 and 2 years after termination of the 


original infection, 5 of 11 rabbits were immune to both 


challenges; 4 rabbits were infected by the first challenge, 
but were immune to the second challenge; 2 rabbits 
were infected by both challenges. 

It was shown that by the contact method a state of 
complete resistance arises in early syphilis during the 
active stage of the disease and persists for 6 to 20 months 
after termination of the original infection; and that by 
inoculation the duration of immunity following latent 
syphilis was comparable with that after early syphilis as 
demonstrated by contact challenge. 

T. Anwyl-Davies 


487. Immunization with Influenza Virus A Vaccines. 
Comparison of Intradermal and Subcutaneous Routes 

J. C. AppLesBy, F. HimMetweit, and C. H. STUART- 
Harris. Lancet [Lancet] 1, 1384-1387, June 30, 1951. 
20 refs. 


Groups of young adults were inoculated with single 
doses of A (PR8) or A prime (NED/1/49) formolized 
influenza vaccines. In each case either the intradermal 
or the subcutaneous route was used, the inoculum con- 
sisting of 0-1 ml. of erythrocyte eluate or of 1-0 ml. of 
aluminium phosphate-adsorbed virus respectively. Both 
vaccines represented about a 10-fold concentration of 
the allantoic fluids from which they were derived. 

Antibody response was estimated by titration of anti- 
haemagglutinins to the homologous virus 2 weeks after 
vaccination. With PR8 vaccine subcutaneous inocula- 
tion gave a 24-fold rise in geometric mean titre of 
antibody, as compared with a 64-fold rise by the intra- 
dermal route. Those with a low initial titre showed a 
greater rise, but there was still about the same relative 
difference between inoculations by the two routes. 
Similarly, with NED vaccines a greater rise in homo- 
logous antibody was obtained by the subcutaneous than 
by the intradermal route; but with this virus (as has 
been found with other A prime strains) the rise was 
considerably less than that produced by PR8 virus. 

Two months after vaccination with PR8 slightly more 
than half of the subcutaneously inoculated group and 
rather less than half of the intradermal group showed a 
fall to 4 or 4 of the post-vaccination titre. The only 
further rise in titre that occurred was in 4 of those 
inoculated intradermally. The changes with NED 
vaccine were less marked. PR8 vaccine had little effect 
in stimulating antibody to A prime virus, but the A 
prime vaccine in some cases caused a rise in anti-PR8 
titre, as well as a pronounced increase in antibodies to 
another A prime strain (A/SWE/1950). 

Systemic reactions to the two vaccines were in- 
significant; local reactions were more common fol- 
lowing subcutaneous inoculation, but were in any case 
only slight. These results are contrasted with those that 
have been described in children, with whom the intra- 
dermal route has been recommended as giving as good 
an antibody response as the subcutaneous, but with 
slighter general reactions. G. L. Le Bouvier 
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488. Monkeys in Relation to the Epidemiology of 
Yellow Fever in Uganda 

A. J. Happow, G. W. A. Dick, W. H. R. LUMSDEN, and 
K. C. SMITHBURN. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.) 45, 189-224, Oct., 1951. 4 figs,, 46 refs. 


Mouse protection tests against the virus of yellow fever 
were carried out on the serum of 1,069 monkeys collected 
in 41 localities in Uganda. Neutralizing antibody was 
found in 41-9%, positive results being obtained in sera 
from all areas except the Ruwenzori Mountain Forest, 
which corresponds with the findings in human subjects. 
The immunity rate in monkeys, however, was consider- 
ably higher than in the human population, and it is 
pointed out that surveys confined to the latter may be 
misleading as to the prevalence of the disease. Details 
are given of the results in relation to species and to age, 
and the previous finding of a rise in immunity rate with 
increase in age is confirmed, the highest rate (80-7%) 
being found in old age. Owing to maternal trans- 
mission, a relatively high rate (25%) was found in 
infants, but in the ** juvenile” group the rate fell to 2:3%, 
rising steadily thereafter. The importance of deter- 
mining age in yellow-fever surveys in monkeys is therefore 
obvious. 

In a study of adult immunity in relation to habit, no 
difference was found between monkeys leading exclusively 
and mainly arboreal lives, but the rate in those partly 
terrestrial in habit was significantly lower. The authors 
stress the incompleteness of knowledge regarding yellow- 
fever epidemiology and discuss 3 hypotheses: (1) that 
wind-borne spread of infected arthropods may convey 
infection over long distances in areas where monkey-to- 
monkey transmission does not appear possible; (2) that 
there may be an unknown arthropod reservoir of the 
virus or an unknown non-primate cycle, perhaps in 
conjunction with a non-mosquito vector; and (3) that 
there may be a diurnal as well as a nocturnal arboreal 
vector in the forest canopy. J. L. Markson 


489. Atmospheric Conditions and the Spread of Polio- 
myelitis 
C. ARMSTRONG. American Journal of Public Health 
[Amer. J. publ. Hith] 41, 1231-1237, Oct., 1951. 3 figs., 
15 refs. 


The author examines the possible connexion between 
atmospheric humidity and the spread of poliomyelitis. 
He points out that air of varying temperature and 
humidity is warmed on inspiration to a fairly constant 
temperature of 90° F. (32:2°C.) and is raised to a 
relative humidity of about 90%. By correlating the 
average humidity with the incidence of poliomyelitis in 
various areas of the U.S.A. during 1950 the author claims 
to have shown that it is likely that dry air inhibits the 
spread of the disease throughout a population. He 


further asserts that a relative humidity of about 27% for 
atmospheric air warmed to 90° F. represents a critical 
level below which poliomyelitis spreads with difficulty, 
This kind of correlation is reported to have been ob- 
served on 5 separate occasions, suggesting that the 
relation proposed may well be significant. The author 
goes so far as to declare the possibility of predicting the 
course of an established outbreak of poliomyelitis for 
3 weeks in advance by means of meteorological ob- 
servations alone. 

[The curves with which the author supports his 
reasoning are striking, but his numerical data do not at 
present seem adequate to sustain his hypothesis beyond 
all doubt.] Joseph Ellison 


490. Poliomyelitis in a Rural Area. Report on a 
Lincolnshire Outbreak 

D. A. J. Tyrre_t. Lancet [Lancet] 2, 1129-1133, Dec. 
15,1951. 4 figs., 12 refs. 


The investigation is described of an outbreak of 
poliomyelitis in a thinly-populated farming district in 
Lincolnshire in July and August, 1950, in which 97 cases 
in 56 families were clinically confirmed and 12 proved 
fatal. The main feature of this investigation was the 
tracing of contacts, with subsequent interviewing of their 
families and checking Of the detailed history so obtained, 
from which it was concluded that there was evidence of 
spread of the infection in this rural area by personal 
contact. 

The first case notified occurred in a new estate of 
prefabricated houses at Digby, and within 12 days 17 
cases (6 paralytic and 1 fatal) were diagnosed in a 
population of 120 living on this estate. Later, cases 


arose in neighbouring villages and in the small town of ~ 


Sleaford. From a detailed study of the movements of 
everyone on the Digby housing estate the pattern of 
case-distribution was correlated with the regular human 
contacts in the area. A similar correlation was also 
noted in other villages, although no link between affected 
households could be discovered in the urban area of 
Sleaford. 

The clinical picture and the age-incidence corresponded 
in general with those in outbreaks elsewhere in England 
and Wales. Estimates of incubation period by the 
method of “single and only possible contact’’ gave 
limits of 6 to 9 days, and all other estimates were con- 
sistent with a true incubation period of 6 to 12 days. 
Infection was tentatively considered to be familial in 17 
cases, by case-to-case contact in 24 instances, indirect 
(through an identified healthy person) in 33, and was 
unclassified in 10 cases. The author states that “ there 
seemed to be good evidence of the existence of healthy 
human carriers, who probably excreted virus from the 
pharynx in the same way as frank cases ”’. 

F. T. H. Wood 
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491. A Portable Ultramicroscope for the Determination 
of the Concentration of Submicroscopic Particles in the 
Air of Industrial Undertakings. 
yNbTpaMHKpockKon ANA ONpemeneHHA 
cy YaCTHL B MpOMBILLUIJICH- 
HbIX 

E.S. BeLkin and A. I. Kosenxo. u Canumapua 
[Gigiena] No. 8, 50-51, 1951. 1 fig. 


For the ultramicroscopical estimation of dust particles 
of minute size in air the authors have made a portable 
apparatus in which the tube of the microscope passes 
through a hole in a closed box. Light from a lamp 
totally enclosed in a separate chamber of the box passes 

through a lens system and condenser to illuminate from 
the side a tube through which the contaminated air is 
passed below the microscope in such a way that it cannot 
deposit any dust in the box itself. By adjusting a dia- 
phragm it is possible to arrange that at any one time 
no more than 4 or 5 dust particles appear in the field 
and can be counted before the current of air has passed 
on. [The apparatus would appear to be both convenient 
and effective.] G. C. Pether 


492. Lobar Deposition and Retention of Inhaled In- 
soluble Particulates 

H. E. SrokinGcer, L. T. STEADMAN, H. B. WILSON, 
G. E. Sytvester, S. Dziuspa, and C. W. LABELLE. 
Archives of Industrial Hygiene and Occupational Medicine 
[Arch. industr. Hyg. occup. Med.) 4, 346-353, Oct., 1951. 


The authors were unable to find in the literature any 
quantitative information on the retention of dust in the 
lungs after appreciable lengths of time, although a 
number of studies have been made on its deposition in 
various parts of’the respiratory tract. They therefore 
carried out an investigation of the retention of particles 
of uranium oxide in the lungs of rats. 

By spraying aqueous suspensions of sized particles 2 
types of cloud were produced, 1 consisting of particles 
of U303 of a mass median diameter (M.M.D.) of 2-6, 
and the other of UO2 of M.M.D.0-45yu. [It is important 
to point out, although the authors do not do so, that 
these 2 oxides have densities of 10-9 and 7-3 respectively, 
so that the equivalent size of particles of unit density 
having the same terminal velocity (and therefore pene- 
trating power) would be 7 and 1-5y respectively.] 
Rats were exposed to these clouds for periods varying 
from 6 to 54 hours, and killed after intervals ranging 
from 20 hours to 8 months. The amounts of dust 
retained in the whole left lung and in the various lobes 
of the right lung were estimated by a fluorophotometric 
method, and the following results were obtained: (1) 
After 6 hours’ exposure to dust of M.M.D. 0-45y, about 
10 times as much was retained as after exposure to dust 
of M.M.D. 2-6 for the same time and the same con- 
centration, as measured with a gravimetric filter-paper 


sampler. (2) After 54 hours’ exposure, 150 to 175% 
more dust was deposited in the right upper lobe of all 
rats, irrespective of particle size, than in other parts of 
the lung. (3) On comparing the dust content after 54 
hours’ with that after 6 hours’ exposure, it appeared that 
dust was removed from this lobe about twice as fast as 
from all other lobes except the right median, from which 
no dust appeared to be removed at all. (4) Coarse dust 
appeared to be removed from the lungs more rapidly 
than fine, over periods of several months. 

(The above observations were made on groups of 10 
rats in each category, and the differences found were 
statistically significant.) 

From the size distribution of particles in the 2 clouds, 
as studied by means of the cascade impactor, and from 
the observed difference in deposition of particles of dif- 
ferent sizes, a “nasal filtration” cut-off point was 
calculated for the rat, “ nasal filtration ’’ being taken to 
include filtration by the whole upper respiratory tract, 
including the bronchi. This cut-off point was found to 
be 0-7 which, the authors comment, compares with 
a figure of 1:24 found by Hatch and his co-workers. 
{Here again the authors ignore the effect of density; if 
this is allowed for, the cut-off point in the rat appears 
actually to be close to that in man.] Assuming a minute 
volume of 110 ml. per minute for the rat, the authors 
calculate the percentage retention for each size of 
particle and show that about 10% of the respirable 
fraction of both dusts was retained in the alveoli, although 
the percentage of the total was only 0-86 in the case of 
the coarse dust and 8-7 in the case of the fine. Ana- 
tomical studies of the rats’ lungs suggested that the 
difference in deposition and retention of dust in dif- 
ferent lobes could be explained on a physiological basis. 

[This is an interesting and valuable piece of work, but 


it is somewhat marred’ by the obscurity of the style in © 


which it is written and by the failure, already noted, to 
realize the fundamental importance of particle-density in 
dust-retention studies.] B. M. Wright . 


493. The Value of Tomography of the Lungs in the 
Assessment of Silicosis. (Valeur de la tomographie pul- 
monaire dans l’expertise de la silicose) 

L. Rocue. British Journal of Industrial Medicine [Brit. 
J. industr. Med.] 8, 236-243, Oct., 1951. 10 figs., 6 refs. 


In this paper the author gives an account of his 
experience in the use of tomography in silicosis, illustrated 
by reproductions of standard radiographs and tomo- 
graphs of 6 patients. It is pointed out that tomography 
can be of assistance in defining lesions not otherwise 
apparent, and in estimating the size and shape of massive 
shadows. The characteristic distribution of these 
shadows is discussed in relation to the differential 
diagnosis of fibroid tuberculosis. It is claimed that 
the extent of emphysema can also be assessed from the 
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study of tomographs and that hence the degree of a 
subject’s disability may be estimated. [No evidence is 
adduced in support of this claim.] 

C. B. McKerrow 


494. A Study of Pneumoconiosis in Fluorspar Workings. 
(Etude sur les pneumoconioses dans les gisements de 
spath-fluor) 

P. Luton and J. CHAmpEIxX. Archives des Maladies 
Professionnelles .[Arch. Mal. prof.] 12, 505-518, 1951. 
10 figs., 10 refs. 


The main purpose of this paper is to draw attention to 
a serious risk of pneumoconiosis among workers. in 
fluorspar mines in France, 2 of which were studied by 
the authors in detail. At the first there were 34 under- 
ground workers who had never been exposed to any other 
form of dust and were all concerned with mineral extrac- 
tion and rock drilling, 19 of whom showed radiological 
evidence of pneumoconiosis. Details are given of 10 of 
these cases, selected because of the severity of the 
pneumoconiosis or the rapidity with which it developed. 

There were 7 cases of severe pneumoconiosis which 
had developed after less than 2 yéars’ exposure. One of 
these patients developed massive radiographic opacities 
with a negative sputum and died at the age of 29, 8 years 
after leaving dust expgsure. Another patient with a 
negative sputum was treated with streptomycin and PAS 
without any effect. Another had a positive sputum and 
was treated by pneumothorax and with streptomycin 
and PAS, and despite this the lung radiograph showed 
some increase in nodulation. Three more fatal cases 
with severe pneumoconiosis (and without bacteriological 
evidence of tuberculosis) after more than 2 years’ 
exposure are described, in 1 of which the patient died at 
the age of 23 having had only 24 years’ exposure. At 
the second mine studied, out of 31 underground workers 
only 11 had abnormal radiographic appearances and 
none of the films showed typical pneumoconiosis 
{although they are described as showing micronodula- 
tion]. Incomplete radiological surveys were carried out 
at 2 other mines, at 1 of which were found some marked 
cases of pneumoconiosis similar to those at the first 
undertaking. 

The methods used in all the mines studied were 
essentially similar, drilling and shot firing being carried 
out both in the seam and also in the surrounding rock, 
which contained 60% to 96°% free silica. Dust samples 
were taken by aspirating through a tetrachloronaphtha- 
lene filter, dissolving the filter, and counting the particles. 
The results of dust counts from 4 different workings are 
given, and show concentrations varying from 1,800 to 
500,000 particles less than 10u in diameter per ml., with 
a free silica content of 6° to 58%. In view of the very 
different incidence of severe pneumoconiosis noted 
among workers at the first 2 mines, these undertakings 
were studied more closely. It was found that at the 
first the seam of fluorspar was thinner, with a silica 
content of 60%, whereas at the second there was a wider 
seam, with a silica content of 0-8 to 5%. There was more 
rock work in the first mine, and the workers worked 
more often with dry drills. 


Finally, the authors speculate on the possible causes 
of the rapid development of pneumoconiosis in the first 
group of workers studied. They suggest that the atypical 
radiological appearances in workers in the second mine 
may have been due to the high content of fluorspar dust 
causing inflammation in the lungs, and that in the first 
the effect of the high silica content may have been ac- 
celerated by this supposed inflammatory action of fluor- 
spar dust, resulting in the rapid development of the 
disease. [It is not clear why the authors are dissatisfied 
with the obvious explanation that there were higher dust 
concentrations with a higher silica content in the first 
mine.] C. M. Fletcher 


495. Coal Workers’ Pneumoconiosis. Pathological and 
Etiological Considerations 

A. G. HEppLeston. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. industr. Hyg. occup. Med.] 
4, 270-288, Sept., 1951. 10 figs., 38 refs. 


In order to compare the general pathological features 
of pneumoconiosis as it occurs in coal-workers in other 
areas with those of the disease as it occurs in South Wales, 
the author studied material from the U.S.A. (50 coal- 
workers, 19 employed in anthracite mines and 27 em- 
ployed in bituminous-coal mines), Scotland (8 cases from 
steam coal mines), England (2 cases), Germany, and 
Russia (1 case each). As controls, lung tissues from 15 
individuals with classical silicosis (mainly sandblasters 
and pottery workers) and from 25 town dwellers without 
occupational exposure to dust were examined. _ 

As in South Wales coal-workers’ lungs 2 main types 
of pathological change were observed in the lungs of 
coal-workers examined: massive collagenous fibrosis, 
which was found in 14 of the cases, and simple pneumo- 
coniosis characterized by “‘ coal macules’’, which were 
present in all cases. The massive fibrosis was histo- 
logically similar to that found in Welsh cases, with coarse, 
irregular, hyaline, collagenous fibrosis, lymphocytic in- 
filtration, endarteritis, and colliquative necrosis causing 
cavitation. Some cavities had a lining suggestive of 
chronic tuberculosis, and the author suggests that 
cavition may be of two kinds, infective and ischaemic. 
In all the ‘massive lesions there was an eosinophilic 
necrosis suggestive of tuberculosis, especially in the 
neighbourhood of the tuberculous granulation tissue 
which was found in some cases. 

The macular lesions are described at greater length, 
and 4 stages of development are distinguished: (J) An 
early stage of dust collection around the divisions of the 
respiratory bronchioles in the interstitial tissue and ex- 
tending into the surrounding alveoli, with a delicate 
network of reticulin. (2) Formative lesions develop, 
similar to the early lesions but extending more widely 
into the surrounding alveoli, and there is early trans- 
formation of the reticulin into fine collagen. (3) Retro- 
gressive lesions are found which are shrunken and 
compact, with bundles of fine collagenous fibres. These 
lesions have a stellate outline and there is emphysema 
of the surrounding and enclosed alveoli, which have 
attenuated walls and altered elastic fibres. (4) The pro- 
gressive extension of the focal lesions leads to confluent 
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lesions, so that the focal origin is largely obscured. In 
such cases there is extension of dust and fibrosis sub- 
pleurally, in the septa, and also along the broncho- 
arterial tree. The essentially focal nature of the lesion 
of the coal macule is stressed. Since there is no histo- 
logical evidence of infection in the coal macules these 
must be attributed to the action of the dust alone. The 
massive lesions bear no resemblance to the macules and 
cannot therefore be due to their coalescence by collapse, 
so that they must be due to some factor other than the 
dust. The obvious factor is tuberculous infection. Of 
massive lesions in South Wales, 30°%% prove positive on 
culture for the tubercle bacillus, and the histology of the 
remainder is so similar that it may reasonably be sup- 


posed that in these cases the tubercle bacilli have been» 


overcome, leaving a healed lesion; moreover, the site at 
which massive fibrosis occurs is also the site of pre- 
dilection for tuberculosis. However, it remains possible 
that other infections may be involved. The vascular 
‘changes are considered to be secondary to the fibrosis. 
It is pointed out that the large lesions are often sur- 
rounded by larger, hard nodules which have the same 
histology as the massive fibrosis and are probably also 
of infective origin. The distinction between this type of 
nodule and the coal macule has not been clearly made by 
previous workers. 

The author then discusses whether any particular 
fraction of the dust is responsible for the macular lesion. 


In the past the silica fraction of the dust has been generally | 


incriminated, even though it forms a very small pro- 
portion of the total dust, but if this were so the histology 
of the lesions should bear some morphological re- 
semblance to that of silicotic nodules. The obvious 
differences from silicotic nodules are stressed: in par- 
ticular, the disproportion between the amount of dust 
and the amount of fibrosis and the entirely different 
arrangement of the fibrosis. It is concluded that the 
two lesions have little in common, and it is pointed out 
that whereas in animals silica produces definite nodula- 
tion, coal dust produces no material fibrosis. The author 
therefore concludes that the silica is not responsible and 
suggests that the coal is not just a diluent, but is the 
active cause of the lesion, the lung being simply over- 
loaded so that it can only respond by developing suffi- 
cient fibrosis to immobilize the dust. It is further pointed 
out that inhalation of rock dust by coal miners cannot 
be incriminated, since coal-trimmers exposed only to 
commercial coal dust in the holds of ships develop the 
same lesions. It is also stated that town-dwellers may 
have similar early lesions. The development of collagen 
in the retrogressive lesions cannot be taken as evidence 
of the action of silica, for a similar change may occur in 
other tissues (as in old uterine fibroids). Figures for the 
prevalence of pneumoconiosis in hard-coal workers in 
the U.S.A. are shown to depend more on total dust 
exposure than on the free silica content of the dust. 
Chemical analyses of lungs are unlikely to throw much 
light on this question because of the very poor association 
between silica content and severity of silicosis even in 
workers exposed to a pure silica risk. The focal emphy- 
sema is attributed to the force of inspiration acting on a 
focus of consolidation and causing mechanical stress in 


the surrounding lung. It is considered to be the cause 
of disability in simple pneumoconiosis. The final con- 
clusion is that the word “ anthracosilicosis ’’ should be 
dropped and the words “coal-workers’ pneumoconiosis” 
substituted. C. M. Fletcher 


496. “Rénnskar Disease’’. (‘‘ ROnnskarssjukan ”’) 

K. D. LUNDGREN, N. G. RICHTNER, and T. SJGSTRAND. 
Nordisk Medicin {Nord. Med.] 46, 1556-1560, Oct. 17, 
1951. 2 figs., 6 refs. 


Since the ore-smelting works at R6énnskir, Sweden, 
were opened in 1929 there have been complaints of 
lassitude and shortness of breath on exertion from the 
men working there. In 1945 the Swedish State Hygiene 
Institute initiated a thorough investigation into the 
problem, the findings of which are now presented. This 
involved the medical examination of some 1,500 work- 
men employed in the plant and 500 control subjects, 
together with technical inquiries. The prevalence of a 
chronic rhino-pharyngo-tracheo-bronchitis with atrophic 
and hyperplastic changes in the respiratory mucosa was 
confirmed; thick mucus is secreted and there may be 
emphysema. Rdénnskar ore has a high concentration of 
arsenic, and it was possible to associate the occurrence of 
the condition among the employees at the works with the 
concentration of arsenic trioxide and sulphur dioxide, 
both of which are liberated with the fumes during the 
roasting and smelting processes. W. G. Harding 


497. Etiologic Factors in Bronchiogenic Carcinoma with 
Special Reference to Industrial Exposures. Report of 
Eight Hundred Fifty-seven Proved Cases 

E. L. Wynper and E. A. GRAHAM. Archives of Industrjal 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.} 4, 221-235, Sept., 1951. 28 refs. 


The patient’s occupational history was obtained in 857 
proved cases of bronchogenic carcinoma by personal in- 
terview. The patients included 803 males, of whom 43 
had adenocarcinoma and the rest epidermoid, undifferen- 
tiated, orunclassifiedcarcinoma. Theoccupational distri- 
bution of the cases was determined, patients who had had 
several occupations being allocated to that one in which 
there was the greatest apparent exposure to irritative 
dusts or fumes, and in which they had spent at least 5 
years during the last 40. For 200 of the patients, all 
from Barnes Hospital Chest Service, St. Louis, a control 
group of 200 patients of similar agé and economic status 
suffering from other diseases of the chest was studied. 
Comparison of these 2 groups showed several suggestive 
(though not decisive) differences in occupational distri- 
bution, of which the higher proportion of metal workers 
and painters observed among the patients with carcinoma 
accords best with the findings of other workers. No 
systematic difference was observed in the proportion of 
cases from urban and rural communities. The authors 
discuss the difficulty of making a proper evaluation of 
occupational factors in the aetiology of lung cancer in 
view of the large number of controls required and the 
need to obtain complete detailed occupational histories. 

The patients with bronchogenic carcinoma are also 
classified according to their smoking habits: 98-6% of 
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the males and 56-2% of the females with epidermoid, 
undifferentiated or unclassified carcinoma were smokers. 
Among the cases of adenocarcinoma, 90-7% of the males 
and 9-1% of the females were smokers. The occupa- 
tional distribution of the non-smokers and minimal 
smokers (less than 4 cigarettes a day, or the equivalent 
in tobacco, for 20 years) is given, with detailed occu- 
pational histories of the 11 male non-smokers. The 
authors suggest that a weakly carcinogenic factor 
associated with certain occupations may act synergistic- 
ally with tobacco smoke to produce a greatly increased 
incidence of lung cancer. They suggest also that adeno- 
carcinoma is more closely associated with exogenous 
irritation than they had previously concluded. 
[The authors’ summary contains a number of state- 
ments for which no evidence is presented in the text.] 
P. D. Oldham 


498. Carcinoma of the Lung in Chromate Workers 
P. L. Bipstrup. British Journal of Industrial Medicine 
[Brit. J. industr. Med. 8, 302-305, Oct., 1951. 6 refs. 


In a search for cases of carcinoma of the lung among 
workers employed in the British chromate-producing 
industry during 1949, 724 workers out of a total of 786 at 
risk were interviewed and radiographed on 14x 17-inch 
(35-6 x 43-2-cm.) films. Of the 62 not radiographed, 21 
had left the works before the survey began, 6 refused, 
and 4 were sick; the remaining 31 were interviewed. 
At the interview present and past occupations were 
recorded and specific inquiry was made for symptoms 
of respiratory disease. Where the history suggested ill 
health, complete examination was made. Each radio- 
graph was read by 2 physicians on 2 occasions, with an 
interval of at least a week. In doubtful cases the opinion 
of a radiologist was sought and further investigations 
carried out. 

Of the workmen examined, 306 were over 44 years of 
age, and 131 were over 60; 237 had been employed in 
the industry for over 15 years, and 165 for over 20 years. 
The average exposure to chromates was 12:2 years. 
One case of carcinoma of the lung was found in a man 
aged 59 who had worked on the manufacture of am- 
monium bichromate for only 8 months, although 20 
years previously he had worked in the crystal-house of 
the same factory for 6 years. On both occasions he had 
experienced chrome ulceration of the skin. Carcinoma 
of the lung was confirmed at necropsy 2 months after 
diagnosis. Follow-up inquiry by letter 13 months after 
the survey revealed 1 further death from this cause. 

Calculation from the findings of mass radiography 
units of the Ministry of Health in 1949 shows that in a 
section of the general population of similar size and 
age distribution 0-41 cases of intrathoracic new growth 
might be expected, and a similar calculation based on the 
Registrar-General’s figures for 1948 gives an expected 
death rate among such a population of 0-44, whereas 
1 case was found and 1 death recorded. It cannot be 
assumed that the mass radiography units examined an 
entirely representative cross-section of the population, 
nor were the criteria of diagnosis necessarily the same as 
those adopted in the survey. However, it seems unlikely 


that the incidence,of carcinoma of the lung in chromate 
workers in Great Britain is 25 times the normal, as is 
stated by Machle and Gregorius (U.S. Pub. Hith Rep., 
1948, 63, 1114) to be the case in the United States. 

C. B. McKerrow 


499. An Environmental Study of the Chromate Industry 
M. BuckeLt and D. G. Harvey. British Journal of 
Industrial Medicine [Brit. J. industr. Med.| 8, 298-301, 
Oct., 1951. 12 figs., 2 refs. 


In this paper the results of an environmental study, 
carried out on behalf of the Medical Research Council, 
of the 3 chromate-producing factories in Great Britain 
are reported and compared with those of a similar survey 
carried out in the U.S.A. by Bourne and Yee (Jndustr. 
Med. Surg., 1950, 19, 563). The manufacture of chro- 
mium compounds involves primarily the conversion of 
the water-insoluble chromite ore into a water-soluble 
chromate, and a brief description of this and subsequent 
processes is given. 

The atmospheric contaminants were found to be chiefly 
particulate, chromite being the principal insoluble sub- © 
stance, and the only insoluble chromium compound, 
present. The total soluble compounds were estimated 
by the standard diphenyl carbazide method, and the 
insoluble chromite was converted into a soluble form by 
fusing with excess sodium carbonate at 800°C. Atmo- 
sphere samples were taken at points near each stage in 
the process over periods varying from one-half to 5 hours. 
A total of 96 samples was taken in the 3 factories. 
Results showed a very wide range of concentrations in 
different samples in any one position; this scatter was 
greater than that in the American figures, and variable 
ventilation is suggested as an explanation. Concentra- 
tions of both soluble and insoluble chromium compounds 
in some samples from both British and American fac- 
tories greatly exceeded the maximum allowable chromium 
concentration of 0-048 mg. of chromium per cubic metre 
given by Elkins (The Chemistry of Industrial Toxicology, 
New York, 1950). The maximum concentrations found 
in British factories, which were higher (and the mini- 
mum values lower) than those reported from the U.S.A., 
occurred during the mixing of the reagents, when the 
mean concentration of the insoluble tervalent form of 
chromium in the atmosphere nearby was 2°14 mg. per 
cubic metre, and during the packing of the dry purified 
soluble chromate, when the mean concentration of 
sexivalent chromium was 0-467 mg. per cubic metre. 
In the absence of evidence to the contrary the insoluble 
tervalent form cannot be considered “ safe ’’, and it is 
suggested that the above two processes should be re- 
garded as the most dangerous points in the manufacture 
of chromium compounds. C. B. McKerrow 


500. Occupational Arsenical Dermatitis. A Study 
among Employees at a Copper Ore Smelting Work 
Including Investigations of Skin Reactions to Contact 
with Arsenic Compounds. [In English] 

I. Hotmevist. Acta Dermato-venereologica [Acta derm.- 
venereol., Stockh.] 31, Suppl. 26, 1-214, 1951. 28 figs., 
bibliography. 
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Forensic Medicine and Toxicology 


501. The Medico-legal Significance of Death following 
Abortion 

R. D. Teare. Medico—Legal Journal [Med.-leg. J.) 19, 
81-91, 1951. 


In a review of 89 cases of death following abortion 
the author stresses the difficulty of placing squarely the 
responsibility for abortion. In 13 of his cases the 
abortion appeared to have been natural, in 10 accidental, 
in 15 of unknown causation, and in 25 self-induced, 
while 26 appeared to be assisted criminal cases. In only 
14 cases was a charge made, 12 convictions following. 
It was suspected from the evidence that * half the cases 

-in which the aetiology is unknown were criminal in 
origin ’’, giving a total proportion of 64% criminal cases. 

Chemotherapy—with penicillin in particular—has re- 
duced the number of deaths from peritonitis and septi- 
caemia, but not those from gas-forming organisms, which 
are described as capable of spreading “ with amazing 
rapidity’. The victims of such infections rarely reach 
hospital, a minimum period of 17 hours and a maximum 
of 3 days being recorded between induction of abortion 
and death. In one case Clostridium oedematiens was 
cultured both from the uterus and from a piece of 
slippery-elm bark found in the possession of a suspect. 
The author discusses the mechanism and timing of deaths 
from shock and air embolism, refers to the possiblity of 
detecting constituents of abortifacient fluids in the pul- 
monary circulation, and gives numerous pertinent case 
histories of forensic significance. Keith Simpson 


502. Ergot Poisoning at Pont St. Esprit 
—. GABBAI, —. LISBONNE, and —. POURQUIER. British 


Medical Journal (Brit. med. J.|2, 650-651, Sept. 15, 1951. 


This outbreak of poisoning, involving a large number 
of patients, was due to eating bread infected with ergot of 
rye, the amount eaten often being very small. The first 
symptoms appeared after a latent period of 6 to 48 hours, 
and consisted of depression and slight agitation. After 
some hours most of the patients complained of digestive 
disturbances, particularly nausea and diffuse abdominal 
pain; in about 30% of the cases there was vomiting and 
diarrhoea. A distressing sensation of pharyngeal con- 
striction was often noted. Disturbances referable to the 
autonomic system were: hot and cold flushes, intense 
sweating crises, a disagreeable odour noticed by the 
patient and attendants, and excessive salivation. The 
patients were pale, with cold and trembling extremities, 
and often showed bradycardia (40 to 50 beats per 
minute). The pulse was weak and the heart sounds 
muffled. The temperature of most patients was low, 
36°5° to 36°8° C. (97-8° to 98-2° F.). Arterial tension 
in general was low. Mydriasis and disturbances of 
accommodation were frequent. Some complained of 
pain in the nape of the neck, more rarely of true head- 


ache. Thereafter a constant symptom appeared— 
insomnia lasting several days. The digestive disturbances 
became worse, with diffuse abdominal or subhepatic pain, 
burning sensations throughout the whole of the digestive 
tract and frequent colicky pains. 

After insomnia for several days, the patient’s ability 
to sleep again was the first sign of recovery. In the 
more severe cases the vasomotor phenomena became 
worse. Formication and pale, cold hands and feet, re- 
calling Raynaud’s syndrome, occurred. Painful paraes- 
thesiae and cramps of the calves followed. Some of the 
patients had severe fainting attacks with imperceptible 
pulse. Intention tremor was nearly always found, some- 
times accompanied by fibrillary twitching. The reflexes 
were slightly exaggerated, especially the patellar. No 
paralysis occurred. The mydriasis disappeared but ac- 
commodation remained difficult. 

Logorrhoea, psychomotor agitation, and absolute 
insomnia always presaged the appearance of mental 
symptoms, which took the form of terrifying visual 
hallucinations recalling those of alcoholism. As the 
illness developed, albuminuria, sometimes with haema- 
turia, and a blood urea level of 60 to 120 mg. per 100 ml. 
were noted. 

Four deaths occurred, 3 of the patients having been 
in poor health previously. Death was due to cardio- 
vascular collapse. A pregnant woman was seen with 
frank haemorrhages, and several women menstruated 
prematurely. Norval Taylor 


503. The Toxicity of Drinking Water Containing Cad- 
mium Salts. (TokcHYHOCTb NMTbeBOH BObI, comepxKa- 
COMM 

A. M. GrusHko, B. A. Donsxkor, and B. C. KOLESNIK. 
Tueuena u Canumapua [Gigiena] No. 9, 22-26, 1951. 


Experiments were performed with rabbits to determine 
the toxicity of the cadmium ion in drinking water. The 
trials lasted 112 to 255 days, and various concentrations 
of cadmium salts were used. The organs which ap- 
peared to suffer most, exhibiting degenerative changes, 
were the liver, spleen, kidneys, heart, and brain. In 
rabbits given 100 mg. per litre the changes were marked, 
while in those given only 1 mg. per litre they were still 
present, though less obvious. A concentration of 0:1 
mg. per litre did not seem to do much harm, and when 
only 0-01 mg. per litre was present no difference between 
the test and the control animals was found. No con- 
clusions were drawn with regard to toxicity in man, but 
the symptoms of cadmium poisoning in human subjects 
are described [apparently with reference to an acute 
condition]. G. C. Pether 


504. Agranulocytosis due to Antihistamine Drugs 
B. A. BRADLOW. South African Medical Journal [S. Afr. 
med. J.] 25 945-948, Dec. 22, 1951. 1 fig., 9 refs. 
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EXPERIMENTAL RADIOLOGY 


505. Histological Findings following Experimental Ir- 
radiation of the Kidneys. (Histologische Befunde nach 
experimenteller RO6ntgenbestrahlung der Nieren) 

H. U. ZoLuinGcer. Schweizerische Zeitschrift fiir Allge- 
meine Pathologie und Bakteriologie |Schweiz. Z. allg. 
Path.} 14, 349-365, 1951. 18 figs., 30 refs. 


The author reports from the Pathological Institute, 
Ziirich, on his experiments with adult rats. One kidney 
was brought into a subcutaneous position and irradiated 
in a single exposure to a dose of 3,000 r, irradiation of the 
surrounding tissue being avoided. The factors used 
were 60 kV, 2:5 mm. AI filter, and 42 mm. focus—skin 
distance, with a contact tube. 

In the first 2 weeks after irradiation the only changes 
noted were in the cells of the glomeruli and of the con- 
voluted tubules. After 3 weeks damage had occurred to 
the glomerular capillaries. No endothelial changes in 
the arterioles or intertubular capillaries were seen, but 
there was endothelial swelling in the glomerular capil- 
laries. As a result of interstitial fibrosis the picture of a 
contracted kidney finally developed. Basil A. Stoll 


506. Hypertension following Experimental Irradiation 
of One Kidney in Rats. (Hypertonie nach experimentel- 
ler R6ntgenbestrahlung einer Niere bei Ratten) 

H. U. ZoLuinGer. Schweizerische Zeitschrift fiir Allge- 
meine Pathologie und Bakteriologie [Schweiz. Z. allg. 
Path.] 14, 366-372, 1951. 3 figs., 16 refs. 


These experimental results are reported in conjunction 
with the author’s observations on the histological changes 
following irradiation of the rat kidney (Abstract 505). 
The dose of x rays and the technical factors are as de- 
scribed in the previous paper. It was noted that after 
unilateral nephrectomy and irradiation of the remaining 
kidney there was a transient rise in blood pressure in the 
2nd to 3rd week and again after the Sth week. This 
hypertension was associated with hypertrophy of the 
media of the arterioles and hypertrophy of the heart. 
These peaks were correlated with: (a) tubular necrosis 
occuring in the 2nd to 3rd week; and (5) capillary 
changes and fibrosis occurring later. Basil A. Stoll 


507. Studies on the Mechanism of the Protective Action 
of Glutathione against Whole Body Radiation 

E. P. Cronkite, G. BRECHER, and W. H. CHAPMAN. 
Military Surgeon [Milit. Surg.] 109, 294-307, Oct., 1951. 
26 figs., 28 refs. 


Cysteine and glutathione have been shown to have 
considerable protective power against the effects of 
whole-body irradiation. To study the mechanism of this 
protective action 3 series of mice which had been given a 
subcutaneous injection of glutathione were irradiated 


with 820, 750, and 600 r respectively. Series of untreated 


control mice were similarly irradiated. The fall in peri- 
pheral blood counts showed no significant differences in 
treated and untreated mice. Decrease in splenic weight 
was similar in both groups, but the weight returned to 
normal more rapidly in treated than in untreated mice. 
Histologically, there was evidence of accelerated re- 
generation of haematopoietic tissue in marrow and spleen 
in the treated as compared with the untreated mice. 
Regeneration in treated animals after 820 r was com- 
parable with that in untreated animals after 600 r. _ 

The authors conclude that the protective effect is 
probably not a direct one on myelopoietic cells, but on 
hormonal factors that control haematopoietic regenera- 
tion; these factors may be competitively protected by 
sulphydryl compounds from the destructive effects of 
** activated water ’’ produced by irradiation. The trans- 
fer of such factors might explain the increased survival 
of animals after post-irradiation exchange transfusion 
and parabiosis that has been recently demonstrated. 

J. Walter 


RADIOTHERAPY 


508. Rotation Therapy in Carcinoma of the Oesophagus. 
(La cyclothérapie des cancers de I’cesophage) 

S. Simon, J. Henry, and W. JoHner. Bulletin de 
l’ Association Frangaise pour I’ Etude du Cancer (Bull. Ass. 
franc. Cancer] 38, 302-307, 1951. 3 figs., 16 refs. 


The authors outline the difficulties encountered in the 
treatment of carcinoma of the oesophagus by coriven- 
tional methods. Out of 160 patients treated at the 
Cancer Centre of the University of Brussels 150 were 
dead within 1 year and the remaining 10 within 2 years 
of treatment. In an attempt to overcome these diffi- 
culties they have developed a method of rotation therapy 
in which the patient sits on a rotating stool with the arms 
held at shoulder level on a support, the central axis of 
rotation passing through the centre of the tumour. Field 
size is controlled by a diaphragm, and beam direction 
controlled fluoroscopically. Treatment takes 1 to 2 
months, 300 to 400 r (measured in air at the centre of 
rotation) being given daily, to a total of 11,000 to 
14,000 r. The dose received at the tumour is checked 
by means of an intra-oesophageal ionisation chamber. 
The skin undergoes a dry desquamation, but otherwise 
patients tolerate the treatment well and clinical improve- 
ment is marked. 

This method of treatment has been confined to those 
patients who are not considered fit for surgery, and the 
length of survival obtained is only 2 to 12 months. It is 
claimed, however, that the quality of their remaining days 
is improved and that —_ are spared a gastrostomy. 

R. D. Rhys-Lewis 
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509. Results of Rotation Therapy in Carcinoma of the 
Oesophagus. (La cyclothérapie dans le cancer de I’ceso- 
phage. Quelques résultats statistiques) 

L. MALLet and R. Decker. Bulletin de I’ Association 
Francaise pour l’Etude du Cancer [Bull. Ass. frang. 
Cancer] 38, 308-316, 1951. 5 figs., 12 refs. 


The volume of the cylinder of irradiation obtained at 
the oesophagus during rotation therapy with varying 
field sizes is discussed (see Abstract 508). The authors 
point out that this should be sufficient to cover the 
longitudinal extension of the tumour and also its lymph- 
node metastases. They use a field of 8x 23 cm. on the 
sternal skin at 60 cm. F.S.D., with 190 kV and 18 mA. 
In this way the tumour dose is of the order of 250% of 
the skin dose. They give a daily tumour dose of 150 r 
to a total of 4,500 r in 2 months, or even 7,500 r in 3 
months to patients in good general condition. Patients 
tolerate treatment better when given periods of a week’s 

rest during the course. 

_ The authors stress the importance of starting treatment 
as soon as possible after diagnosis, and condemn the 
delay so often unnecessarily caused by biopsy and oeso- 
phagoscopy. Of 157 patients referred for treatment 26% 
survived 6 to 12 months and 6% for more than 12 months. 
Only 102 received an appreciable dose of 3,500 r or more, 
the remaining 55 either being too ill or refusing treatment. 
Of this series of 102 patients who had adequate treatment, 
40% survived 6 to 12 months and 9% for more than 12 
months. A table is given showing that the older the 
patient, the longer the period of survival tends to be. 
Another table shows the favourable comparison between 
the results of radiation alone and radiation in association 
with palliative surgery. A third table demonstrates that 
the prognosis in tumours of the lower third is worse than 
in those situated elsewhere in the oesophagus. 

The authors claim that by this method of treatment the 
patient’s dysphagia is relieved, with consequent improve- 
ment in his morale, and suggest that rotation therapy 
should be used as an alternative to palliative surgery, 
and that it should also be used before, and not after, any 
surgery that may be contemplated. 

R. D. Rhys-Lewis 


510. Cancer of the Ovary. Results of Experiments in 
79 Cases 

L. H. GARLAND and M. A. Sisson. Journal of the Faculty 
of Radiologists [J. Fac. Radiol.) 3, 66-75, July, 1951. 
13 refs. 


The authors describe their experiences in San Francisco 
with x-ray therapy in 79 cases of microscopically proved 
ovarian cancer. In all but 11 cases surgical removal was 
stated to have been incomplete. The technical factors 
were 200 kV; H.V.L. 1 mm. Cu; distance 70 to 80 cm.; 
fields 20 to 35 cm. in diameter. Usually one anterior 
and one posterior circular field were used, lateral fields 
being added if the abdomen had a globular form. One 
field was treated each day in rotation, the daily dose 
starting at 75 r (in air) and increasing to 200 r if the 
patient’s condition permitted. A total midplane dose of 
1,000 r in 10 days was aimed at, but if nausea and diar- 
rhoea occurred the dose rate was reduced. 


The authors stress that assessment of results is very 
difficult, histological interpretation in particular being 
notoriously uncertain. They consider, however, that 
they were able to achieve valuable palliation, and they 
emphasize the usefulness of radiotherapy in reducing 
ascites. Of their patients, 7 out of a possible 40 survived 
5 years. E. Stanley Lee 


511. The Application of Radioactive Colloidal Gold in 
the Treatment of Pelvic Cancer 

A. I. SHERMAN, MACD. BONEBRAKE, and W. M. ALLEN. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.| 66, 624-638, Oct., 1951. 9 figs. 


In this paper are presented the results of clinical 
experiments aimed at finding a means of selectively in- 
creasing the amounts of irradiation which can be delivered 
to the parametria. Preliminary experiments showed 
that 50 to 60 ml. of colloidal radioactive gold could be 
injected into each parametrium through the vagina. 

In 8 cases of carcinoma of the cervix in Stage I, 1 in 
Stage II, and another not classified, all of which were 
treated by abdominal hysterectomy and lymph-node dis- 
section, such injections were given pre-operatively; 2 of 
the patients also had radium therapy before the surgical 
treatment. Gold deposits were found in the lymph nodes, 
and irradiation effects were seen in the blood vessels and 
in the nodes. The uptake of gold, and therefore the 
degree of activity in tissues and nodes, varied from case 
to case. With the doses given the nodes were not com- 
pletely destroyed, but animal experiment has shown that 
with higher doses complete destruction is possible. In 3 
cases of carcinoma of the vulva in which radioactive gold 
was injected into the inguinal region it was again found 
that the gold was carried to the lymph nodes, where 
irradiation effects could be seen. In 2 of the cases of 
carcinoma of the cervix malignant cells situated far out in 
the parametrium were encircled by radioactive gold and 
showed the disintegration due to heavy irradiation. _ 

The authors are of the opinion that injection of radio- 
active colloidal gold will prove a useful adjunct to present 
methods of radiotherapy. M. C. Tod 


512. Practical Aspects of Radioactive Isotopes in Rela- 
tion to Medical Treatment 

J. S. MITCHELL. British Medical Journal (Brit. med. J.} 
2, 747-757, Sept. 29, 1951. 5 figs., bibliography. 


RADIODIAGNOSIS 


513. Suprasellar Tumours with Calcification. [In 
English] 

E. LinpGReN and G. Di Cutro. Acta Radiologica [Acta 
radiol., Stockh.) 36, 173-195, Sept., 1951. 19 figs., 37 refs. 


The authors set out to differentiate the various space- 
occupying lesions that can produce suprasellar calcifica- 
tion. They point out that the location of these lesions 
is relatively easy, but that their pathology may be very 
difficult to determine by radiology, and that the: main 
features available are the presence or absence of calcifi- 
cation and the appearance of the sella turcica. A review 
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of the past literature on suprasellar calcification tends to 
show that it was considered almost pathognomic of 
craniopharyngioma, but the authors point out that many 
other space-occupying lesions can cause suprasellar cal- 
cification. They suggest that the most suitable views of 
the skull to show the calcifications are the lateral and the 
antero-posterior with a tilt of 30 to 35 degrees (the half 
axial view with the patient supine) and a postero-anterior 
view with a tilt of 10 degrees cranially with the patient 
prone. High-definition intensifying screens and a small 
focal spot should be used. 

In a series of 54 proven craniopharyngiomata which 
they investigated calcification was present in 30, that is 
about 55%, and in 238 cases collected from the literature 
it was present in 139 or 58%. The appearance of this 
calcification was nodular, cystic, or a mixture of both 
types, and at operation the cystic type invariably revealed 
asolitary cyst. The nodular type showed varied findings, 
but usually a tumour which was partly solid and partly 
cystic with calcification in the former, while the mixed 
type produced similar appearances with calcification in 
both the solid and cystic part of the tumour. The site 
of the calcification was suprasellar in 20 cases, both above 
and within the sella in 8 cases, and wholly within the sella 
in 2 cases. Its size in the nodular type varied from 
2x2 mm. to 4:5x4°5 mm. In 87% of their cases the 
sella was abnormal, 20 cases showing enlargement with 
partial destruction of the floor and dorsum—the pressure 
sella. Ina further 17 cases a cup-shaped deformity was 
present similar to that produced by a chromophobe 
adenoma, and in 7 there was a flattened sella with down- 
ward displacement of the dorsum but the corticalis 
remaining intact. Only 3 sellae were of the ballooned 
type associated with an eosinophil adenoma, and the 
remaining 7 were normal. 

The type of sellar change produced depends on the 
site of the epithelial remnants and the stage of develop- 
ment of the tumour. If the tumour arises from the 
subhypophyseal or lower group of cells, the sella is cup- 
shaped or ballooned, but if from the upper group a 
pressure or flattened sellar is produced. Other signs of 
intracranial pressure are rare. Encephalography and 
ventriculography may show a slight upward and back- 
ward displacement of the third ventricle with a filling 
defect intervening between, but not obliterating, the 
chiasmal and infundibular recesses. If large the tumour 
may compress the anterior part of the ventricle and 
filling is only possible near the foramen of Monro. The 
lateral ventricles may show some enlargement. The 
suprasellar cisterns give indispensable information, being 
pushed against the diaphragma sellae if the tumour has 
only a suprasellar extension, and being forcibly displaced 
and surrounding the tumour if supra- and infra-sellar 
extensions are present. The suprasellar cisterns are 
equally filled in their anterior and posterior ends. 

Suprasellar glioma, which includes glioma of the optic 
chiasma and hypothalamus, produced suprasellar calci- 
fication in 50% of cases. The calcification was nodular 
and varied in size from 1-5 1-5 mm. to 3x2 cm. Its 
appearance is no help in differentiating it from that due 
to craniopharyngioma, and differentiation can only be 
satisfactorily achieved by pneumography; this shows the 


third ventricle altered in shape and pushed backwards. 
The suprasellar cisterns are generally only filled in their 
posterior parts and are never lifted as with a cranio- 
pharyngioma, and the cisterna lamina terminalis is never 
filled. Other suprasellar lesions revealing calcification 
include pituitary adenoma, which shows nodular or cystic 
calcification in 3% of cases very like that of cranio- 
pharyngioma, but the cystic calcification in the capsule 
projects the line of the dorsum sellae posteriorly, unlike 
that of the craniopharyngioma, which is anterior. Supra- 
sellar meningioma rarely shows calcification, but when 
present give the impression of a homogeneous calcified 
area located more anteriorly than the calcification of a 
craniopharyngioma or suprasellar glioma. Cordoma is 
usually parasellar in position and rarely suprasellar, and 
calcification is dense. Suprasellar cholesteatoma very 
infrequently shows calcification, but can look very 
similar to the nodular type of craniopharyngioma. 
Finally, the fine curvilinear calcification of aneurysm of 
the internal carotid and its branches must be differen- 
tiated, but usually presents little difficulty. 

The appearance of suprasellar calcification thus makes 
the diagnosis clear in most cases, but encephalography 
may be necessary to make a definite diagnosis. 

R. G. Reid 


514. Dural Sinus Venography 
B.S. Ray, H. S. DuNnBAR, and C. T. Dotter. Radiology 
[Radiology] 57, 477-486, Oct., 1951. 8 figs., 12 refs. 


The authors have developed a technique whereby the 
dural sinuses can be outlined by a contrast medium. 
This has enabled them to study the anatomy of the 
cerebral veins and sinuses more thoroughly, and also to 
demonstrate changes in them which are secondary to 
various intracranial lesions. They consider that more 
diagnostic aid can be obtained in this way than from 
radiographs taken during the so-called venous phase of 
cerebral arteriography. — 

The two methods they advise are: (1) direct injection 
of contrast media into the superior sagittal sinus; (2) 
retrograde injection through the basilic vein in the arm. 
In the first method a No. 8 ureteral or cardiac catheter 
is introduced under local analgesia into the anterior 
part of the superior sagittal sinus through a burr hole. 
Introduction of contrast medium outlines the superior 
sagittal sinus, the transverse sinuses, and the internal 
jugular veins. Some of the contrast medium may escape 
forwards and outline the orbital and facial veins. With 
this method it is also possible to measure the venous 
pressure in the superior sagittal sinus. In the second 
method a 10 F cardiac catheter is introduced into the 
basilic vein and manipulated upwards to the superior 
bulb of the internal jugular vein under fluoroscopic 
control. Injection of contrast medium in this situation 
outlines the superior and inferior petrosal sinuses and 
sometimes the cavernous and transverse sinus of the 
same side. In addition there may be filling of the 
orbital and facial veins and of the pterygoid and vertebral 
plexuses. With both methods a rapid injection of 15 ml. 
of 35% diodone is made and the exposure follows at the 
termination of the injection. Lateral and antero- 
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posterior films are taken, with a small degree of tilt in 
the former to avoid superimposition of the transverse 
sinuses. 

An investigation of 20 normal subjects showed that 
the often repeated statement that the right transverse sinus 
is larger than the left may not be true, as in only 6 of 
these cases was it so, and in the remaining 14 the left was 
larger or equal in size. A further 18 cases revealing 
abnormal patterns of the intracranial venous system 
included obstruction of the sagittal and transverse 
sinuses by meningioma, carcinoma, sarcoma, and throm- 
bosis. Each of these cases was satisfactorily demon- 
strated and the information obtained as to the site and 
extent of the lesion was of considerable help in planning 
and performing operative procedures. Of particular 
interest were 4 cases of otitic hydrocephalus; in 3 of 
these there was a thrombosis of the posterior part of the 
sagittal sinus, and in the fourth there was a thrombosis 
of the transverse sinus on the same side as that on which 
. there had been a severe mastoid infection. 

There were no untoward results in the 38 cases re- 
ported, and the patients apparently suffered very little 
discomfort during the course of the investigations. 

R. G. Reid 


515. Radiological Diagnosis of Salivary Gland Disease 
R. G. W. OLLERENSHAW and S.S. Rose. British Journal 
of Radiology [Brit. J. Radiol.] 24, 538-548, Oct., 1951. 
17 figs., 6 refs. 


During the last 4 years the authors have carried out 
sialography in 113 cases at the Manchester Royal In- 
firmary. In this paper they give an account of the 
technique and findings with particular reference to the 
parotid gland. After a brief account of the embryology, 
gross anatomy, and histology of the salivary glands, 
reference is made to the “ sialoacinar reflux ” described 
by Samuel (Brit. J. Radiol., 1950, 23, 157). The authors 
regard acinar filling not as an abnormal reflux, but as 
the normal end result of complete injection. Iodized oil 
is used by the authors as the contrast medium, and 2 ml. 
is found to be the minimum quantity required to outline 
the normal parotid gland. While the lateral oblique 
projection is most suitable for the submandibular gland, 
this has been abandoned for the parotid, true lateral and 
antero-posterior views being employed instead. The 
lateral projection is in no way ifferior to the lateral 
oblique, and produces a less complicated radiograph. 

The causes of recurrent parotid swelling are discussed, 
with illustrations of the sialographic appearances. 
Parotid-duct obstruction is rarely due to calculus and 
usually results from dental trauma to the duct in 
children during eruption of the second and third molar 
teeth or in older patients with ill-fitting dentures. Most 
other cases of recurrent swelling of the gland result from 
recurrent infection. This may be secondary to duct 
obstruction, but is usually non-obstructive. The organ- 
isms concerned are streptococci and pneumococci. The 
sialographic appearance produced is one of sialangiec- 
tasis and non-filling of the alveoli owing to inflammatory 
change. In pneumococcal parotitis, abscess cavities may 
be outlined. Chronic parotid enlargement is fairly 


common. It is rarely due to chronic infection, but 
usually results from calculus, tumour, uveoparotitic poly- 
neuritis, or uveoparotitic polyarthritis. © 

D. E. Fletcher 


516. The Radiology of Acute Pulmonary Oedema 
F. JACKSON. British Heart Journal (Brit. Heart J.) 13, 
503-518, Oct., 1951. 19 figs., 32 refs. 


The author has studied the radiographs of 20 cases of 
acute pulmonary oedema in heart failure at the London 
Hospital. Of the 20 patients 10 were suffering from 
hypertension and 4 from left heart failure due to other 
causes; in 6 the condition occurred in association with 
mitral stenosis. 

Acute pulmonary oedema produces bilateral hilar and 
perihilar opacities with a clear peripheral zone of normally 
translucent lung. It may extend to the lateral chest wall 
if severe, but usually the apices are not affected. Uni- 
lateral opacity is rare, but when it occurs the right side 
is most often involved. Two main patterns are seen. 
In the first type the opacity consists of multiple, ill- 
defined, confluent shadows which mask the vessels; in 
the second there is a more diffuse opacity through which 
ill-defined vascular shadows can be seen. Resolution 
usually occurs fairly quickly; in one case in the series 
reported the condition cleared up in 14 hours. Pul- 
monary congestion may be evident when the oedema has 
cleared. This rapid resolution is an important feature 
in the differential diagnosis from inflammatory lesions. 
An associated pleural effusion is uncommon unless lateral 
radiographs are taken, when a little fluid may be seen in 
the posterior costophrenic sulcus. Uraemia is often 
associated in patients with hypertension, but does not 
cause acute pulmonary oedema if present alone. Cases 
of mitral stenosis with acute pulmonary oedema usually 
occur in females with normal rhythm. 

D. E. Fletcher 


517. A Survey of the Granite Industry in Aberdeen with 
Reference to Silicosis : 

A. Mair. Edinburgh Medical Journal (Edinb. med. J.| 
58, 457-480, Oct., 1951. 12 figs., 12 refs. 


The dread of silicosis among workers in the Aberdeen 
granite industry has created a real social problem in the 
region for many years. During the last 2 years the 
author has conducted an extensive survey of the extent 
and severity of silicosis in this region in an effort to 
clarify the position. Practically all workers in the 
monumental side of the industry, totalling 510 men, were 
examined radiologically, and a supplementary examina- 
tion of 33 retired stonemasons was also carried out. 
Clinical examination was omitted in most of these cases. 
The extent of disease was defined radiologically as: 
(1) early reticulation, (2) reticulation, (3) nodulation, or 
(4) massive shadows. The different stages ‘are briefly 
described and illustrated [but little comparison is made 
with the appearances of silicosis as it occurs in other 
industries]. 

About 10% of the stoneworkers had radiological 
silicosis, but in only about 2-5°% was it severe enough 
to entitle the patient to compensation. It was found 
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that, on the average, 32 years’ exposure to dust was 
required to produce the first stage of early reticulation, 
and the corresponding periods for the other 3 stages 
were 38, 40, and 42 years respectively. Silicosis in this 
industry appears, therefore, to be essentially a disease of 
old age in its symptomatic stages. The incidence of 
tuberculosis in the stoneworkers was no higher than in 
dust-free occupations where individuals work together 
in groups indoors. D. E. Fletcher 


518. The Roentgen Diagnosis of Pericardial Effusion. 
With Special Reference to the Appearance of the Barium- 
filled Esophagus and the Cardiohepatic Angle 

G. Levene and S. A. KAUFMAN. Radiology [Radiology] 
57, 373-383, Sept., 1951. 17 figs., 13 refs. 


The authors set out to summarize the most useful signs 
commonly employed in the diagnosis and differential 
diagnosis of pericardial effusion, and present their own 
observations. They briefly describe the anatomy of the 
pericardium, and continue with an account of some early 
signs which may be suggestive of effusion, particularly 
when they occur in serial radiographs taken over a period 
of time. 

An acute cardiohepatic angle is considered a sign of 
some importance, being due to progressive lateral bulging 
of the sac above its attachment to the diaphragm; it 
only becomes apparent when the effusion is in excess of 
250 ml. Right ventricular failure, on the other hand, 
causes an obtuse angle. The barium-filled oesophagus 
will show a concave pressure-deformity and displacement 
similar to that seen in left auricular enlargement, but at a 
lower level. The angle of the carina is not widened. 
With ventricular failure and subsequent enlargement of 
both atria a double indentation is seen on the oesophagus 
like a reversed figure 3. 

The various diagnostic features are adequately illus- 
trated by diagrams and reproduction of radiographs. 

Sydney J. Hinds . 


519. Selective Visualization in Angiocardiography 
G. J6nsson. Journal of the Faculty of Radiologists [J. 
Fac. Radiol.] 3, 125-129, Oct., 1951. 7 figs. 


The author states his reasons for preferring direct 
injection of the opaque medium into the part required to 
the Robb-Steinberg modification of the original tech- 
nique of angiocardiography described by Ostellanos et al., 
the dye sometimes becoming too diluted by the latter 
method, especially in adults and older children. The 
most important areas to be visualized are the aorta and 
right ventricle if the surgeon is to be given the necessary 
information as to suitability for operation. 

The author’s technique for outlining the aorta is 
described. The catheter (size 8 to 10 F) is inserted into 
the aorta through the radial -artery and 50 to 80 ml. of 
a 70% solution of diodone is injected rapidly under 
pressure. Films are taken in both perpendicular planes, 
at an average speed of 10 pairs in 7 seconds. The best 
results are obtained in coarctation of the aorta, though 
equally good results may be obtained in patent ductus 
arteriosus; however, angiocardiography is not always 
necessary in the latter, since the clinical signs and results 
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of gas analysis may make the diagnosis evident. In 
younger children, in whom the above technique is im- 
practicable, the dye is injected into the venous circulation 
through a catheter in the pulmonary artery, the advantage 
of this procedure being that the opaque medium is less 
dilute when entering the left ventricle and aorta than after 
intravenous injection. Similarly, for'visualization of the 
right ventricle and pulmonary artery and its branches the 
injection is made more slowly into a catheter with its tip 
in the right ventricle. The author finally suggests that if 
a less toxic opaque medium should become available, 
the ideal would be to take both a general view of the 
thoracic circulation after intravenous injection of the dye 
and a selective view showing the details of the ab- 
normality. 

The article is well illustrated with reproductions of 
angiocardiograms showing coarctation of the aorta, 
patent ductus arteriosus, and Fallot’s tetralogy. 

B. Green 


520. Thoracic Aortography. With Special Reference 
to its Value in Patent Ductus Arteriosus and Coarctation 
of the Aorta. [In English] 

G. JONSSON, B. BRODEN, and J. KARNELL. Acta Radio- 
logica [Acta radiol., Stockh.] Suppl. 89, 1-176, 1951. 
72 figs., 40 refs. 


521. Intra-arterial Catheterization of Viscera in Man 
H. R. BrerMAn, E. R. MILLER, R. L. Byron, K. S. Don, 
K. H. Ketrty, and D. H. BLack. American Journal of 
Roentgenology and Radium Therapy (Amer. J. Roentgenol.} 
66, 555-568, Oct., 1951. 12 figs., 22 refs. — 


The authors describe their technique for the demon- 
stration of the vasculature in various regions of the body. 
The right common carotid or either brachial artery is 
exposed, usually under local analgesia, and radio-opaque 
cardiac catheters are introduced through a 2-mm. longi- 
tudinal incision. Bleeding is prevented by gentle traction 
on loops of thin rubber tubing placed round the vessel 
above and below the incision. The catheters used are 
100 to 150 cm. long, No. 6 to No. 9 F, with a fixed curve 
at the tip. The catheter is passed along the lumen under 
screen control, a gravity feed of saline containing 2 mg. 
of heparin per 100 ml. being maintained throughout. 
The position of the catheter curve and tip is adjusted 
according to which vessel it is desired to enter. In this 
way the phrenic arteries, the coeliac axis and its branches, 
and the mesenteric, renal, middle sacral, iliac, hypo- 
gastric, and gluteal vessels have been catheterized. 

If the catheter is introduced into the femoral artery the 
thyro-cervical trunk and the carotid, subclavian, internal 
mammary, and vertebral arteries may be reached. 

Arteriography is carried out with 70% diodone, or 35% 
if the medium reaches the cerebral circulation direct; 
5 ml. is adequate for injection of the coeliac axis. The 
catheter is then withdrawn and the arterial incision 
sutured. 

Of 24 patients examined, all with metastases from 
various types of neoplasm, hemiplegia occurred in 3 and 
brachial thrombosis in another. In one case hemiplegia 
followed secondary haemorrhage, and in the others was 
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associated with undue pressure on the carotid artery. 
The authors regard the complications described as 
avoidable. The risk of hemiplegia should be investi- 
gated by periodic compression of the carotid artery before 
examination, and the artery should be “‘ milked ”’ from 
both ends before suture to remove thrombi. 

Kenneth A. Rowley 


522. Translumbar Serial Aortography: a New Medium 
and a New Technique 

W. F. Metickx, C. P. YARBROUGH, and T. D. BOLER. 
Journal of Urology [J. Urol.] 66, 458-466, Sept., 1951. 
7 figs., 6 refs. 


The authors recommend the use of 75% “* neo-iopax ” 
for translumbar aortography, together with serial radio- 
graphy. For the latter they use either an automatic 
cassette changer capable of exposing 6 films in either 44 
or 12 seconds, or a simple home-made cassette tunnel. 
_ This is designed to take 12 in. x 10 in. films, is constructed 
of “ masonite ”’ with lead lining, and carries a fixed grid. 
Up to 7 films may be exposed within 10 seconds, the 
cassettes being moved by hand. 

The dye neo-iopax is considered far less irritating than 
80% sodium iodide, the accidental injection of which 
into the superior mesenteric artery has caused several 
deaths from bowel necrosis. While they have no ex- 
perience of this occurrence with either medium, these 
workers have noted no ill effects from extravasation of 
neo-iopax. A further advantage of the latter is the ease 
with which a warmed solution may be injected without 
the use of a pressure device. Diodone is considered un- 
suitable in view of its viscosity and of the deaths which 
have been reported in angiocardiography. 

Serial aortographs of 2 cases are shown, one of em- 
bolism of the renal artery, and the other of a solitary cyst 
with surrounding haemorrhage. The poor quality of 
several of the illustrations is ascribed to the short ex- 
posure time which must be used. ‘ 
Kenneth A. Rowley 


523. Arteriography in Diseases of Bone 

L. Muccut and F. CoLuMELLa. Journal of the Faculty 
of Radiologists [J. Fac. Radiol.) 3, 135-146, Oct., 1951. 
16 figs., 6 refs. . 


The authors, after a brief historical survey of the 
subject. of arteriography in bone diseases, describe their 
findings with a percutaneous method of injecting dio- 
done intra-arterially, either against or in the direction 
of the blood flow, in 68 cases of the following diseases: 
(1) Subacute and chronic osteomyelitis. There was slight 
arteriolar and venous vasodilatation with slowing of the 
circulation in the whole of the affected area. Synovial 
involvement resulted in increased blood flow. (2) Tuber- 
culous osteomyelitis and osteoarthritis. In the majority 
of cases a greatly diminished blood supply was noted in 
the whole area, with blood stasis; the smaller arteries 
were straight and rigid, with absence of collateral cir- 
culation and failure of the opaque medium to reach the 
veins. (3) Syphilitic osteitis and osteoarthritis. Isch- 
aemia and inadequate collateral circulation were the 
usuai findings; however, in a case of perforating ulcer 
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with disorganization of the joints of one foot there was 
considerable increase in circulation. (4) Dystrophic 
osteopathies. In rickets the bone circulation was normal, 
and in one case of Kienbéck’s disease no specific change 
was noted. In Paget’s disease there was an increase in 
the periosteal blood supply. (5) Generalized osteitis 
fibrosa. \n3 cases a consistent increase in calibre of the 
vessels and marked increase in circulation time was 
noted. (6) Neoplasms. In benign tumours the appear- 
ances were either normal, apart from pressure effect, or 
showed abnormal vascularity on the surface of the tumour 


_with enlargement of the afferent arteries. 


In malignant cases there was increased circulation. 
with a rich vascular plexus, vascular spaces in the tumour 
mass, and non-traumatic arterio-venous fistulae. The 
involvement of areas apparently normal on the plain 
radiograph was also noted. [This article is well illus- 
trated.] B. Green 


524. Subperiosteal Resorption of Bone. A _ Roent- 
genologic Manifestation of Primary Hyperparathyroidism 
and Renal Osteodystrophy 

D. G. PuGH. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.| 66, 577-586, Oct., 
1951. 12 figs., 5 refs. 


Subperiosteal bone resorption is manifested by a lace- 
work appearance or a ragged, spiculated external contour 
of the cortex, seen most often along the middle phalanges 
of the hands. When the distal phalanges are affected the 
tufts may be absorbed. The change may also be seen, 
but less often, on the medial side of the upper end of the 
tibia, the inferior surface of the distal third of the 
clavicle, and the distal end of the ulna. 

The author noted this appearance in 25 of his 76 cases 
of primary hyperparathyroidism and in 26 of 35 cases of 
renal insufficiency and bone disease. The serum alkaline- 
phosphatase level, which was used as an index of the 
degree of skeletal involvement, was high in all the cases 
of hyperparathyroidism which were affected. . Following 
surgical treatment bone was rapidly regenerated and the 
cortex appeared normal. 

The degree of renal insufficiency in all the cases of 
renal osteodystrophy with subperiosteal absorption was 
high. In the adult patients the author noted a further 
manifestation of bone absorption along the margins of 
the sacro-iliac joints, the appearance resembling that seen 
in early ankylosing spondylitis. 

Subperiosteal resorption was not seen in 15 cases of 
osteomalacia, including 2 cases of renal tubular in- 
sufficiency and 2 of Fanconi’s syndrome; nor was it 
observed in cases of hypervitaminosis D or of osteo- 
porosis. The author regards this feature as typical of 
primary hyperparathyroidism and renal osteodystrophy 
with glomerular insufficiency. He discusses the various 
theories put forward to explain the bone changes in renal 
disease, and considers that the radiological findings sup- 
port the view that these changes are due to secondary 
hyperparathyroidism, although the causation of the 
latter is still obscure. Kenneth A. Rowley 


See also Digestive Disorders, Abstract 547. 
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525. Faecal Excretion of Amino-acids in Infants 
C. A.C. Ross. Lancet [Lancet] 2, 190-194, Aug. 4, 1951. 
14 refs. 


The contrast between the intestinal Lactobacillus bifidus 
flora of the breast-fed infant and the mixed flora of 
the artificially-fed infant has been the subject of various 
studies as a possible factor in the greater resistance of 
the breast-fed infant to infections, especially to gastro- 
enteritis. 

The present author has investigated the question 
whether the digestive processes of breakdown of human- 
milk and of cow’s-milk protein produce different amino- 
acids that in turn might promote the growth of particular 
groups of organisms. With the help of partition chroma- 
tography the faecal amino-acids (in relation to the type 
of feeding) and the amino-acids derived from the in- 
testinal secretion and from intestinal organisms were 
analysed. Breast-fed infants (12 aged 1 to 18 weeks) 
excreted free amino-acids in larger amounts than did 
artificially-fed babies (14 aged 4 to 22 weeks and fed 
mainly on reconstituted dried milk). Alanine was pre- 
dominant in the former, and valine and lysine in the 
latter group, in whom the pattern was also less constant. 
The pH values were 5-0 to 6-0 in the breast-fed infants 
and 7-5 to 8-5 in the artificially-fed babies. When 
breast milk was supplemented by cow’s milk the pH 
values were considerably raised, and this was followed 
by the transformation of the lactobacillary flora into a 
mixed one. On the other hand, large additions of 
glucose (up to 8%) to artificial feeds reduced the pH 
values in the faeces only temporarily and partially. It 
therefore appears that the character of the faecal amino- 
acid excretion is influenced by the acidity or the 
alkalinity of the faeces. 

The difference in the amino-acid excretion was also 
confirmed by the quantitative analysis of total nitrogen 
and of amino-nitrogen. The values for total nitrogen 
were the same in both groups, but the amino-nitrogen 
values were constantly higher in the breast-fed babies. 

Feeding on cow’s-milk mixtures of 2 parts milk to 
1 part water yielded a chromatogram resembling that 
produced by breast-feeding, except that alanine was not 
of heavy intensity. With more concentrated milk mix- 
tures the amino-acid excretion decreased, except in the 
case of valine and lysine. The higher protein content of 
cow’s milk might partly determine the faecal amino-acid 
pattern, but this did not seem to be related to the casein 
content of the feeds, as additions of pure casein to half- 
strength cow’s milk in amounts of 1-4 to 2-3 g. per 100 
ml. did not substantially change the picture. The 
excretion of amino-acids by the intestinal mucosa after 
a therapeutic starvation period of 24 to 36 hours was 
studied in 10 artificially-fed infants suffering from gastro- 
enteritis, and also in 1 healthy artificially-fed baby after 
40 hours’ starvation. The pattern resembled that found 
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with breast-feeding, except for the heavy intensity of 
valine. This might be explained by the rapid passage of 
food in the ill child and its complete utilization and ab- 
sorption in the breast-fed child, leaving as residue the 
amino-acids produced by the intestinal secretion and 
by organisms. After sterilization of the intestinal tract 
in ill children by intensive antibiotic and sulphona- 
mide therapy, additional amino-acids appeared in the 
faecal chromatogram: cystine, tyrosine, proline, and 
histidine; and in some cases threonine and aspartic acid 
also. Their absence from non-sterilized samples points 
to their utilization by abnormal organisms present in 
cases of diarrhoea and vomiting. 

It is concluded that the establishment of a certain 
intestinal flora is largely dependent on the type of diet. 
The significance of these findings with regard to the 
pathogenesis of diarrhoea and vomiting and to the 
presence of certain serological types of Bacterium coli in 
this condition is stressed. 

[This interesting article substantiates the previous 
findings of Epstein and his co-workers in artifjcially-fed 
premature babies (Acta paediat., Uppsala, 1938, 16, 521; 
Prec. roy. Sac. Med., 1946, 39, 394). The occurrence of 
L. bifidus flora in infants was ascribed to the presence of 
a “* bifidus factor ’’ by Petuely (Ann. paediat., Basel, 1949, 
172, 183).] M. Dynski-Klein 


526. Atresia of the Intrahepatic Bile Ducts 

E. H. Anrens, R. C. Harris, and H. E. MACMAHON. 
Pediatrics {| Pediatrics] 8, 628-647, Nov., 1951. 9 figs., 
48 refs. 


The authors present a detailed clinical and pathological 
description of 2 new cases of atresia of the intrahepatic 
bile ducts, and discuss the microscopical findings in 2 
cases which have already been described. All the 
children survived more than 3 years, and 1 was alive at 
64 years. All developed generalized skin xanthomatosis, 
together with a considerable elevation of the serum lipoid 
level. (The total serum lipoids in 1 case varied from 610 
to 3,449 mg. per 100 ml. and in the other from 1,847 to 
3,449 mg. per 100 ml.) Growth was significantly re- 
tarded in 3 of the 4 cases. The authors consider that 
the absence of interlobular bile ducts is a developmental 
R. S. Illingworth 


527. Thumbsucking and the Oral Structures. A Serial 
Study from Birth to 14 Years of Age 
J. H. StruMan. Journal of Pediatrics [J. Pediat.] 39, 
424-430, Oct., 1951. 4 figs., 13 refs. 

A definite answer to the hoary problem of whether 
thumb-sucking affects the milk teeth and jaw is here 
supplied on a sound basis of factual evidence. The 
author has studied the teeth of 60 children from birth 
to 14 years of age, taking casts of the “ bite ’’ at intervals. 
Thumb-sucking was continued over prolonged periods 
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by 20 of the group. The conclusion is reached that the 
habit can displace teeth and cause protrusion of the 
incisors. This displacement will be spontaneously cor- 
rected unless the habit is indulged in too long, in which 
case orthodontic treatment is required to remedy the 
fault. Abnormalities of occlusion appear to be more 
often developmental than acquired. The psychological 
control of thumb-sucking is helpfully considered. 
W. G. Wyllie 


528. Nonendocrine Deviations from the Normal Pattern 
of Osseous Development 

R. WAGNER. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 82, 519-528, Nov., 1951. 10 figs. 


The author describes certain abnormalities of osseous 
development found in a small number of children on 
examination of radiographs of the wrist, which are re- 
produced. The first group, of 6 boys ranging in age 
from 2 to 10 years, showed different forms of retardation 
and asymmetry of ossification. Associated defects pre- 
sent in some of the cases included retarded growth, 
congenital heart lesions, hypertrichosis, and mental 
defect. The second group, of 5 girls and 2 boys ranging 
from 3 to 48 months, showed accelerated ossification and 
asymmetry. Associated defects included craniotabes 
(present in 5 of the cases), spina bifida occulta, hyper- 
trichosis,and an agranulocytic blood abnormality. The 
author claims to have excluded endocrine and rachitic 
aetiological factors and suggests that these abnormalities 
are due to a disturbance of the genetic anlage of the 
mesodermal tissues. 

[Before indulging in aetiological speculation it would 
be desirable to have a great deal more information than 
is given in this report. Little or nothing is said about 
the personal and family history in these cases, and the 
exclusion of rickets and endocrine disorders is not con- 
vincing on the evidence published. One would also like 
to know something about the method of selection of 
these cases.] T. A. A. Hunter 


529. Physical Changes Associated with Adolescence in 
Boys 

E. L. REYNOLDs and J. V. Wines. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 82, 529-547, 
Nov., 1951. 20 figs., 24 refs. 


At the Fels Research Institute, Yellow Springs, Ohio, 
the development of a number of children is being 
followed from birth to maturity and observations made 
on their growth and maturation. The present report 
deals with some changes of male puberty as seen in 59 
boys between the ages of 9 and 21. The boys were 
examined on each birthday and half-birthday, and a total 
of 706 examinations contribute to these findings. 
Standardized photographs were taken on each occasion. 
Genital maturation was studied by recording gonadal 
and pubic-hair development, each on a 5-point scale, and 
penis size on a 7-point scale. It was found that corre- 
lation between these three is not absolute, penis size in 
particular showing considerable independence of the 
other two. The average time spent in the transition 
from the infantile to the adult state was 6 years, pubertal 


‘Acta [Helv. paediat. Acta] 6, 397-405, Nov., 
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changes starting between the ages of 9 and 13 and being 
completed between the ages of 15 and 20. Brief details 
are also given of bodily growth and body-hair develop- 
ment in the pubertal period. A correlation of the various 
changes with Sheldon’s somatotypes is suggested. 

[This is an interim report of an interesting longitudinal 
growth study. Although few conclusions are drawn, the 
findings are of interest and should be studied in the 
original.] T. A. A. Hunter 


530. Use of Deoxycorticosterone Acetate in Dehydration 
and Malnutrition in Infancy 

J. A. BIGLER and H. S. TRAISMAN. American Journal of 
Diseases of Children {[Amer. J. Dis. Child.] 82, 548-554, 
Nov., 1951. 5 refs. 


At the Children’s Memorial Hospital, Chicago, 10 
children suffering from dehydration due to vomiting and 
diarrhoea, from malnutrition, or from a combination 
of these factors, and ranging in age from 34 weeks to 
1 year, were treated with deoxycortone acetate (DCA). 
The usual parenteral methods of fluid and antibiotic 
administration had been tried, but with little success. 
The biochemical findings in these cases were not constant, 
and did not, in general, conform to the biochemical 
picture found in cases of hypofunction of the adrenal 
cortex. The patients were daily given 2:5 to 5 mg. of 
DCA combined with 1 to 2 g. of sodium chloride and 
the administration of fluids. 

Of the 10 patients 9 showed improvement, which in 
some casés was striking, with cessation of the diarrhoea 
and vomiting and increase in appetite. In all 10 cases 
some oedema developed, but in only one case was this 
severe enough to justify cessation of DCA therapy. The 
results would seem to justify the claim that this form of 
therapy should be tried for dehydrated infants who do 
not respond to the usual chemotherapeutic methods. It 
is stressed that the development of oedema must be 
closely watched. A. T. MacQueen 


531. The Demonstration of Mercury in the Urine and 
its Value in the Diagnosis of Pink Disease. (Der Queck- 
silbernachweis im Urin und seine Bedeutung fiir die 


-Diagnose der Akrodynie) 


Helvetica Paediatrica 
1951. 


H. ZELLWEGER and S. WEHRLI. 


2 figs., 14 refs. 


The authors found that 39 out of 54 patients with pink 
disease seen between the years 1946 and 1950 had been 
given calomen either before or shortly after the onset of 
disease, and 5 children had been treated with mercurial 
ointments. The remaining 10 children did not seem to 
have taken mercury in any form. Using the method of 
estimation of mercury in the urine described by Warkany 
and Hubbard (Lancet, 1948, 1, 829), they examined the 
urine of 18 children with pink disease, all of whom had 
taken mercury, and of a control series of 18 children. 
Of the cases of pink disease mercury was found in the 
urine in 10, but none of the control children gave positive 
results, although 3 of them had taken mercury as an 
anthelmintic. In 4 cases of pink disease with no history 
of mercury administration negative results were obtained. 
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A group of 5 children who had to remain in hospital a 
tong time after poliomyelitis or tuberculous meningitis 
were given doses of calomel ranging from 0-3 to 1-5 g. 
for 2 or 3 days. Tests for urinary mercury gave very 
similar values to those found in the cases of pink disease. 

The longest interval between the administration of 
mercury and its persistence in the urine was 6 months 
(in the child who had been given most calomel). There 
was, however, an extraordinary variation in the way 
mercury was excreted and, in general, a large intake did 
not necessarily produce a large output, nor did the ex- 
cretion persist for longer. The amount present in the 
urine varied greatly from sample to sample: thus in 
one of these 5 cases on the Sth day after ingestion of 
calomel there was 570 .g. of mercury per litre of urine, 
on the 8th day 7 pwg., on the 10th day 410 yg., on the 
15th day none, on the 29th day 800 yg., and on the 30th 
day none. 

The authors are unable to say whether BAL had any 
influence on the excretion of mercury, but they did not 
notice any clinical improvement following its use. They 
were also convinced that no child had received sufficient 
mercury to produce symptoms of mercurialism. 

J. G. Jamieson 


532. Potato Starch in the Treatment of Coeliac Disease. 
(Kartoffelstivelse (“‘ Soldor ’’) ved iovrigt stivelses- 
intolerante tilfeelde af coeliaci)) 

G. EGELUND. Nordisk Medicin [Nord. Med.] 46, 1592- 
1598, Oct. 24, 1951. 15 refs. 


The author reports on 16 cases of coeliac disease 
observed in the Children’s Department of the Copen- 
hagen City Hospital. All children showed the typical 
clinical symptoms of this disease—loss of weight, mus- 
cular atrophy, distended abdomen, frequent | foetid 
motions containing increased quantities of fat, and low 
blood levels of calcium and phosphorus. The ages of 
the children ranged from 3 to 51 months, and their 
condition from moderate to severe. 

Initial treatment consisted in the administration of a 
4 to 5% solution of a precipitated casein powder in a 10% 
churned-milk preparation with the addition of a little 
cane sugar—no starch being allowed in the diet. This 
was followed after a few days by a diet of bananas, eggs, 
fresh fruit, strained vegetables, mashed potatoes, and, 
according to age and condition, lean meat or fish and 
bread, supplemented with vitamins A, B, and C. It was 
noticed that as soon as even small quantities of wheaten 


flour were added (2% per 1 or 2 bottles) the children lost ° 


their appetite, vomited, and lost weight, and their motions 
often became foetid again. Potato flour, however, was 
tolerated, at least at a later stage. 

This finding led the author to try a new commercial 
potato starch prepared by a method of mild oxidation, 
which apparently causes the formation of a bond between 
several glucose radicals. It is characterized by the small- 
ness of the grains, the effect being to enhance enzymic 
cleavage and thus to render it superior to corn starch. 
As this preparation has considerable gelling properties 
it renders fluid food more consistent, even when added 
in small quantities. It acts as a colloid, holding the 


casein particles in a very fine suspension. The prepara- 
tion was tried only on patients who were intolerant of 
wheaten flour. Of the 16 patients 9 received 5% potato 
starch in addition to the basic diet of casein and churned- 
milk preparation. In this way not only was the con- 
sistency of the food increased but also the calorie intake. 
In most of the cases the preparation was well tolerated 
and the general condition rapidly improved; the children 
gained in weight and it was soon possible to discharge 
them. 

The author’s experience confirms the opinions of other 
workers that in coeliac disease intolerance to starch, 
especially to wheaten flour, is much to the fore, and that, 
in contrast to earlier views, fat intolerance plays only a 
minor part. It has been found that the addition of 
starch to the food reduces fat absorption... Although 
intolerance to starch tends to diminish with general 
clinical improvement, when the patient is discharged it 
should be stressed that starchy foods, especially wheaten 
flour, may bring on a relapse and that foods containing 
flour should be given with caution. E. S. Fountain 


533 (a). Trials of Oral Streptomycin for Infants with 
Non-specific Gastroenteritis—I. Trial at the City Hospital, 
Edinburgh 

G. M. Lowpon and M. M. MCNEILL. British Medical 
Journal (Brit. med. J.] 2, 767-770, Sept. 29, 1951. 


The authors report 24 cases of infantile gastro- 
enteritis treated with oral streptomycin, 1-to 2 g. per 
day for 6 to 12 days. Results were compared with 24 
control cases, half of which received sulphadiazine. 
Parenteral fluids were given to both groups as required. 
There were no deaths, and the number of days to full 
recovery was used as an index of the efficacy of treat- 
ment. The streptomycin-treated group recovered in the 
same average time as the control patients. 

Douglas Gairdner 


533 (b). Trials of Oral Streptomycin for Infants with 
Non-specific Gastroenteritis—II. Trials at the Queen 
Elizabeth Hospital, Hackney 
W. F. Youna, G. Smit, A. RUSSELL, and B. MCNICHOLL. 
British Medical Journal {Brit. med J.] 2, 770-774, Sept. 
29,1951. 6 refs. 


In this paper are reported 97 cases (57 mild, 40 severe) 
of gastro-enteritis in infants under 1 year old, 44 of which 
were treated with streptomycin orally (generally 5 g. in 
15 days) and 53 served as a control. Both groups re- 
ceived conventional treatment, including parenteral fluids, 
penicillin, and sulphonamides, as required. There were 
3 deaths. 

The following criteria for assessing the effect of treat- 
ment were employed: (1) duration of diarrhoea; (2) 
number of days to “ clinical recovery’; (3) incidence 
of relapse; and (4) stage at which milk feeds were 
tolerated. -No clear-cut response to treatment was 
shown among the streptomycin-treated cases, although 
there was slightly better progress, especially in the more 
severe cases in this group. The special strains of 
Bacterium coli isolated from the stools were not eliminated 
by oral streptomycin therapy. Douglas Gairdner 
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534. Congenital Atresia of the Bile Ducts Associated 
with Erythroblastosis Fetalis 

J. T. McCGEEHAN, J. B. BUTCHART, and D. P. WALKER. 
Journal of Pediatrics [J. Pediat.] 39, 575-584, Nov., 1951. 
2 figs., 13 refs. 


While obstructive lesions in the biliary passages are 
frequently associated with erythroblastosis foetalis, only 
5 cases have been described in the literature in which the 
latter was associated with congenital atresia of the extra- 
hepatic biliary passages. The possible aetiology of con- 
genital atresia is considered; Rh iso-immunization and 
organization of inspissated bile are not thought to be 
likely causes. The differential diagnosis between erythro- 
blastosis and obstructive jaundice is discussed. 

The present case, reported from St. Luke’s Hospital, 
Bethlehem, Pennsylvania, is that of a male child of just 
over 7 months maturity and birth weight of 6 lb. 2 oz. 
(2:77 kg.). The infant was jaundiced in the first hour of 
life, and up to the time of death he was given 12 blood 
transfusions totalling 680 ml. From the 7th day of life 
obstructive jaundice became apparent, but operation was 
only carried out on the 34th day. A small rudimentary 
gall-bladder was found; the cystic duct was present but 
had no lumen, and in spite of careful search no trace 
could be found of the common bile duct. An attempt 
was made to anastomose an intrahepatic bile duct to an 
available segment of gut (Longmire’s method), but had 
to be abandoned because of the patient’s poor condition. 
The post-operative course was complicated by severe 
paralytic ileus and dehiscence of the wound, necessitating 
secondary suture. On the 10th post-operative day the 
patient developed opisthotonus. He was discharged 
from hospital on the 96th day of life, having regained his 
birth weight; the motions were now pale yellow. He 
died 4 days later; necropsy was refused. 

In conclusion the authors incline to the view that there 
was no aetiological relation between the erythroblastosis 
and the atresia. As an obstructive element may occur 
in erythroblastosis they suggest that operation should be 
delayed until the patient is fit for major surgery. If then 
an obstructed or partially atretic bile duct is found 
anastomosis can be carried out. In other cases an 
operation of the Longmire type may be attempted. — 

Ferdinand Hillman 


535. Malignant Hypertension due to Unilateral Kidney 
Disease in Childhood. (Maligne Hypertension im Kinde- 
salter bei einseitiger Nierenerkrankung) ; 

W. FRISCHKNECHT. Helvetica Paediatrica Acta (Helv. 
paediat. Acta] 6, 414-427, Nov., 1951. 9 figs. 


The author describes 2 cases of malignant hypertension 
due to unilateral kidney disease in children, one of whom 
died (in 1936), the value of nephrectomy not being 
then realized. The other patient has improved after 
nephrectomy, but is not cured. 

The first case described was that of a girl who first 
complained of headache and giddiness at the age of 10. 
During the next 3 years she failed to thrive, had bouts of 
vomiting, was listless, and her eyesight deteriorated. 
At 134 she had a blood pressure of 190/160 mm. Hg; 


her heart was not enlarged and there was no evidence 
of decompensation, but there were gross changes in the 
electrocardiogram (ECG). The retina presented a 
picture of chronic nephritis, with exudates and haemor- 
rhages. Kidney function was not greatly disturbed, but 
there were erythrocytes, protein, and a few leucocytes in 
the urine. Pyelograms showed that the right kidney was 
grossly diseased, and at operation a contracted kidney 
was found and removed. Histologically, the appearances 
were those of fibrosis following pyelonephritis, though 
there was no evidence of this condition in the history. 
After operation the blood pressure, ECG, and urinary 
findings became normal and the symptoms receded, so 
that 14 months later the child was at school and able 
to ride a bicycle. 

The second patient was also a girl who, between the 
ages of 11 and 13, complained of failing eyesight, tired- 
ness, irritability, and feelings of nausea. Examined 
when 13 years old she had a systolic blood pressure vary- 
ing from 150 to 250 mm. Hg, a well-marked albuminuric 
retinitis, protein and erythrocytes in the urine, but no 
enlargement of the heart. Pyelography showed hypo- 
plasia of the right kidney. Operation was not performed 
and the child died of a cerebral haemorrhage. Necropsy 
showed a congenital hypoplasia of the right kidney, with 
inflammatory and degenerative changes in both. 

J. G. Jamieson 


536. Nummular Eczema in Children. Report of Six 
Cases 
H. H. PERLMAN, J. GROPEN, and P. WESTFALL. Journal 
of Pediatrics [J. Pediat.] 39, 565-574, Nov., 1951. 4 figs., 
7 refs. 


The authors, from the Skin and Cancer Hospital, 
Philadelphia, present 6 cases of nummular eczema ’”’. 
The terminology of atopic dermatitis is discussed, and 
intertriginous dermatitis, contact dermatitis, seborrhoeic 
eczema, and infectious eczematoid dermatitis are dis- 
tinguished. The morphology of the lesions and their 
distribution in the present cases are then described. A 
definite history of allergy in the patient himself or in a 
near relative was obtained in 5 cases. Unlike Sachs the 
authors did not find any intra-epidermic vesicles in any 
of their cases. 

The cases are presented in detail with the relevant 
clinical history and description of the lesions. These 
were usually discrete, sharply demarcated, dry and scaly 
papulo-squamous patches 1 to 5 cm. in diameter and 
situated on the extremities. In one case there was only 
a single lesion, on the cheek. The biopsy reports from 
2 cases are quoted and a photomicrograph clearly illus- 
trates the features common to neurodermatitis and to 
psoriasis. The ages of the patients ranged from 1 to 4 
years. Treatment usually consisted of wet dressing of 
infusion of camomile during the exudative stage, and 
later the application of tar ointments, particularly oil of 
cade. In only one of the cases was there a recurrence. 
It is suggested that the condition may be more common 
than is generally thought. It is proposed that the name 
** psoriasiform neurodermatitis ’’ would be more descrip- 
tive on histological grounds. Ferdinand Hillman 
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537. Pancreatic Diabetes. (Le diabéte pancréatique) 
J. Archives des Maladies de I Appareil 
Digestif [Arch. Mal. Appar. dig.] 40, 653-668, June, 1951. 


- 2 figs., 35 refs. 


In order to arrive at the criteria for diabetes of purely 
pancreatic origin, comparison is made of total and partial 
pancreatectomy in dogs, total pancreatectomy in man, 
and ordinary human diabetes mellitus. For comparison 
of the clinical and biochemical phenomena, the author 
draws widely upon the published literature. Total pan- 
createctomy in man and in dogs produces very similar 
results; the thirst, polyuria, hunger, and cachexia after 
pancreatectomy in man are somewhat milder than .in 
dogs, but in both cases the hyperglycaemia is soon 
followed by ketosis and coma if untreated.’ In both 
there is lipaemia and increased nitrogen excretion; in 
the dog, the liver and spleen enlarge, the liver being filled 
with centrilobular fat and containing a much lower con- 
centration of glycogen than normally. In the few cases 
where the findings in man have been,reported, the liver 
changes have been very variable. In both dogs and man 
the clinical condition is easily and permanently controlled 
by quite small doses of insulin, and in dogs the fatty 


' changes revert to normal. 


In dogs 3 or 4 weeks after total pancreatectomy gross 
asthenia and cachexia set in, with diminishing insulin 
requirements: the liver increases to an enormous size, 
with generalized fatty change but a nearly normal glyco- 
gen content. The clinical and histological changes in 
these animals can be spectacularly reversed by lipotropic 
substances, such as methionine and choline, and the 
insulin requirements again rise. The author attributes 
this secondary syndrome to lack of the other pancreatic 
hormones. In partially pancreatectomized dogs, the 
classical symptoms and biochemical findings of diabetes 
come on rather more slowly and less intensely, and can 
at first be controlled by diet alone. There is a mild 
lipaemia and slight centrilobular fatty change in the liver. 
Small doses of insulin will correct the liver changes, but 
gradually much larger doses are required to control the 
hyperglycaemia than in the total pancreatectomized 
animals. There is progressive gradual cachexia and 
finally death, and neither the clinical symptoms and 
signs nor the liver and fatty changes are affected by 
methionine and choline: this progressive diabetes may 
be attributable to the « cells of the pancreatic remnant. 

The author's conclusion is that the criteria for a purely 
pancreatic origin of human diabetes should be as follows: 
(1) some symptoms and signs of digestive disturbance, 
with possibly other evidence of. pancreatic dysfunction, 
“uch as stones or absence of pancreatic digestive enzymes; 
‘2) hyperlipaemia and increased nitrogen excretion 
entirely controlled by insulin; (3) centrilobular fatty 
changes in the liver, also controlled by insulin; (4) the 
‘ypical clinical and biochemical syndrome of diabetes 


mellitus should be present and completely controllable 
by small doses of insulin; if not thus controlled, an 
extra-pancreatic origin, probably in the pituitary, must 
be considered. H. K. Goadby 


538. Hyperfunction of the Adrenal Cortex and Insulin 
Resistance in Diabetic Ketosis 

J. M. Stowers. Clinical Science [Clin. Sci.] 10, 487- 
496, 1951. 7 figs., 27 refs. 


The role of the adrenal cortex in determining the 
amount of insulin needed to control diabetics in ketosis 
was investigated. Adrenal activity was assessed by 
estimation of the urinary output of water-soluble 
ketonic-reducing steroids (Talbot method), and was 
observed in 11 patients during recovery from diabetic 
coma. The daily steroid output during diabetic ketosis 
was 4 to 23 times as large as during subsequent recovery, 
some 2 weeks later. 

An attempt was made to correlate this increased output 
with the heightened insulin resistance. The latter was 
measured as the ratio of total carbohydrate calories to 
insulin dose. This ratio was 1:2 to 1:3 during 
ketosis, falling to a mean of about 1 : 20 later. When 
ketonic-reducing steroid output was increased by ACTH 
insulin resistance was similarly raised. In one case in 
which testosterone was given in the hope of reducing 
endogenous ACTH output, insulin resistance and steroid 
output both fell to normal by the second day, whereas 
in other cases not treated with testosterone 5 days were 
usually required. The possible role of the adrenal 
stimulation in the increased insulin resistance of diabetic 
ketosis is discussed. C. L. Cope 


539. Use of Mixtures of NPH and Unmodified Insulins | 
J. W. STEPHENS, R. M. DONALDSON, and A. MARBLE. 

Archives of Internal Medicine {Arch. intern. Med.] 88. 

356-361, Sept., 1951. 3 figs., 6 refs. 


NPH insulin is of the ‘‘ intermediate ’’ type, and has 
an effect lasting 26 to 30 hours, yet an intensity greater 
than that of protamine zinc insulin. In some cases in 
which it fails to control the forenoon hyperglycaemia the 
addition of crystalline insulin may be required. The 
authors compared the effect of giving these 2 types of 
insulin mixed in the same syringe with that of giving them 
separately, but at the same time. The comparison was 
carried out on 23 boys at a camp for diabetic boys. To 
assess control, the urinary sugar concentration and the 
blood sugar level were determined at 2-hourly intervals 
twice a week. It was found that the results obtained by 
the 2 methods of administration were essentially the same. 

[Experience with NPH insulin has shown it to be a real 
and important advance in the management of diabetes. 
The property of retaining identity of action when mixed 
with plain insulin adds further flexibility and is an 
advantage.] I. Grayce 
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540. Nonclostridial Gas Infection in the Diabetic. 
Review of the Literature and Report of Three Cases 

M. SprRiInG and S. KAHN. Archives of Internal Medicine 
[Arch. intern. Med.] 88, 373-377, Sept., 1951. 1 fig., 
15 refs. 


The authors report 3 cases of diabetes in which in- 
fection with Bacterium coli was associated with local 
production of gas. No other gas-producing organisms 
(Clostridium perfringens in particular) could be demon- 
strated. Attention is drawn to this phenomenon and in 
support are quoted reports from the literature. While 
it is acknowledged that the production of gas by organ- 
isms Other than C. perfringens has been noted in non- 
diabetics, the authors feel that the raised tissue sugar 
content in the diabetic state is a predisposing factor. It 
is stressed that correct bacteriological diagnosis influences 
treatment and prognosis. I. Grayce 


541. Gout. Observations on the Effects of Drugs on 
_ Plasma Uric Acid and Urinary Uric Acid 

G. D. Kersey, L. MANDEL, and E. BENE. Annals of the 

Rheumatic Diseases {Ann. rheum. Dis.] 10, 353-358, Sept., 

1951. 1 fig., 5 refs. 


The authors kept 13 patients, suffering from classical 
gout, under observation in hospital. Daily estimations 
of plasma and urinary uric acid content were made 
before, during, and after administration of drugs which 
were known or believed to influence uric acid levels in 
blood and urine. The drugs administered were colchi- 
cine, sodium salicylate, glycine, ** carinamide ”’, cincho- 
phen, and “ probenecid ’’. -Carinamide (phenylmethane 
sulphonanilide) was used because it might reduce tubular 
resorption of uric acid by the kidneys. These drugs 
were given over 3-day periods. 

It was found that colchicine, while clinically effective, 
reduced the uric acid level of plasma in only 3 of 12 
patients and increased that of the urine in 2. Sodium 
salicylate reduced the plasma uric acid level in 8 of 12 
patients; glycine reduced uric acid level of plasma in 6 
and increased that of urine in 5. Six patients received 
0-5 g. of carinamide 4-hourly. None of.them showed a 
fall in plasma uric acid level, but in 2 the urinary level 
rose; when the dose to 3 patients was quadrupled, all 
showed a fall in plasma level and 2 a rise in urinary 
output. Cinchophen caused a fall in plasma level in 10 
of 11 patients and a rise in urinary content in 6. Pro- 
benecid caused a fall in plasma uric acid and a rise in 
urinary uric acid level in all of 8 patients. 

W. Tegner 


542. Hemochromatosis. Investigation of Twenty-three 
Cases, with Special Reference to Etiology, Nutrition, Iron 
Metabolism and Studies of Hepatic and Pancreatic 
Function 

T. L. ALTHAUSEN, R. K. Doc, S. WeEIDEN, R. Mot- 
TERAM, C. N. TuRNeR, and A. Moore. Archives of 
Internal Medicine {Arch. intern. Med.] 88, 553-570, Nov., 
1951. 3 figs., 36 refs. 


The general scope of this paper is summarized in the - 


title. Biopsy of liver and of gastric mucosa was done in 
many of the patients, and demonstrable haemosiderosis 


was more constantly present in the viscera than in the 
skin. Extensive haemosiderosis of the liver was com- 
patible with normal results of such sensitive function 
tests as the bromsulphalein retention and thymol 
turbidity tests. There was no evidence that known 
nutritional factors play any part in causing the disease. 
Long-continued excessive absorption of iron is thought 
to be the most likely cause. The finding of a raised level 
of serum iron was confirmed. A tendency to loss of 
hair was noted, often preceding the appearance of symp- 


toms by many years; this is held to favour the general © 


view that constitutional predisposition is important in 
haemochromatosis, and also that there is a long period 
of latency in which iron is being accumulated, but during 
which clinical symptoms are absent. The diabetes found 
in some patients was not difficult to control. 

[On the clinical side, as the authors themselves declare, 
they find little to add to Sheldon’s description. The 
results of liver function tests and the examination of 
biopsy material are of interest.] D. A. K. Black 


543. Oculo-oro-genital Syndrome: a Deficiency 
Disease 

E. C. Jacoss. Annals of Internal Medicine [Ann. intern. 
Med.] 35, 1049-1054, Nov., 1951. 19 refs. 


544. Vitamin C Reserves of British Troops in England 
and Scotland during the Winter and Spring, 1941-2 

W. R>G. Atkins. British Journal of Nutrition (Brit. J. 
Nutrit.] 5, 275-286, 1951. 6 figs., 7 refs. 


This investigation was undertaken in order to study 
the ascorbic acid status of. the British Army and its 
relation to the prevalence of gingivitis and scurvy or 
scurvy-like conditions. Harris’s saturation test was per- 
formed on recruits with less than 1 month’s service and 
on soldiers of over 1 year’s service—in both groups 
during winter and spring. Altogether about 1,200 men 
were examined in different commands. One group con- 
sisted of recruits who in civilian life had been employed 
either in agricultural or in industrial areas; - the other 
group consisted of soldiers who had been stationed for 
at least 6 months in either an agricultural or an industrial 
area. 

Seasonal differences in the ascorbic acid status were 
pronounced. The recruits showed, in general, higher 
ascorbic acid reserves, as measured by the saturation test, 
than the older soldiers. Recruits from country districts 
were slightly superior in this respect to those from 
industrial areas; similarly, among the older soldiers 
those from the country had definitely greater reserves 
than those from industrial areas. These differences were 
particularly striking in the Scottish Command; whereas 
only 1% of the recruits was not saturated after 5 to 6 
days, 34% of the soldiers remained unsaturated after 5 
days and 21% after 6 days. In spite of this, no symptoms 
of approaching scurvy could be detected, neither could 
any relationship between gingivitis and the results of the 
saturation tests be established. 

[This paper contains a large number of valuable ob- 


_ servations and should be read in the original by those 


interested. ] Z. A. Leitner 
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545. Childhood Factors in Duodenal Ulcer 


T. D. Kettock. British Medical Journal [Brit. med. J.) 


2, 1117-1120, Nov. 10, 1951. 9 refs. 


- Duodenal ulcer is often regarded as a psychosomatic 
illness which is partly due to mental stress acting on 
a specific type of personality. This supposition has 
been the subject of much inconclusive investigation, but 
there has been little study of the childhood of patients 
with duodenal ulcer; the.numbers of cases studied have 
been small and differing conclusions have been drawn. 
The author of this investigation into the childhood ante- 
cedents of patients with duodenal ulcer has studied: 
(1) 250 patients with duodenal ulcer (patients with 
gastric ulcer were excluded); and (2) a control group 
of the same size from the same hospital. Both groups 
consisted of males of a similar age distribution. In the 
first group 215 patients were between 20 and 60 years of 
age, there were 3 between 15 and 20 years, and 32 above 
60 years. Details of family, parental, educational, and 
social factors were obtained and analysed, and the 
findings were as follows. 

Family Factors.—The size of family and the subject’s 
position in the family were similar in both groups; and 
a slight preponderance of “ only children ’’ in Group 1 
(17 to 12) was not held to be significant. There was no 
support for the view that there are more males in “ ulcer 
families 

Par ental Factors.—While accepting the view that early 
loss of one or both parents, and especially of the mother, 
tends to produce psychoneurosis and psychosis in the 
child, the author found no significant difference between 
the 2 groups in the number of children (boys) deprived 
of one or both parents by death or separation or of 
cases in which either parent remarried. The age of the 
mother at the time of the child’s birth did not appear to 
have any influence. 

Educational and Social Factors.—Neither in intellectual 
ability nor in social rank was there found any significant 
difference between the 2 groups. 

In none of the factors studied, therefore, were there 
found any antecedents in childhood that could be 
associated with the appearance later of duodenal ulcer. 

Charles McNeil 


546. Simple Gastric Ulcer and Carcinoma 

B. F. SWYNNERTON and S.C. TRUELOVE. British Medical 
Journal [Brit. med. J.] 2, 1243-1246, Nov. 24, 1951. 
10 refs. 


A survey was made of 375 cases of gastric carcinoma 
treated at the Radcliffe Infirmary, Oxford, in 26 of which 
there was evidence that the neoplasm might have 
originated in a chronic gastric ulcer. (Details of these 
cases are tabulated.) The tumour was situated in the 
prepyloric region in 18 of these cases and in the body of 
the stomach in 8 cases: this distribution is identical with 


Disorders 


that in the remainder of the series. It was found that in 
12 out of 21 cases (57%) of ** ulcer-carcinoma ” in which 
a test meal was carried out normal or high gastric acidity 
was found, compared with only 22% of the remaining 
cases. Only in 13 of the 26 was there a clinical history 
acceptable as that of a peptic ulcer. The authors con- 
clude that carcinoma may have arisen de novo in at 
least half the cases suspected of ulcer-carcinoma, while 
the higher occurrence of normal or raised gastric acidity 
in this group suggests that ulceration may have occurred 
in a carcinoma rather than carcinomatous change in a 
peptic ulcer. I. McLean-Baird 


547. Asymptomatic Gastric Mucosal Prolapse 
E. J. Levin and B. Fetson. Radiology [Radiology] 57, 
514-520, Oct., 1951. 5 figs., 12 refs. 


With a view to assessing the incidence of gastric 
mucosal prolapse in the absence of symptoms, barium- 
meal radiological studies were carried out 6h 42 women 
and 58 men. The sole criterion for selection was 
complete absence of any gastro-intestinal symptoms in 
recent years. In 3 of the subjects severe, in 5 moderate, 
and in 10 slight prolapse was diagnosed. A table show- 
ing the distribution by age and severity of disease suggests 
that prolapse is commonest and most severe between the 
ages of 30 and 60, but that above and below these limits 
it is uncommon. It is stated that there is no significant 
difference in the incidence as between the sexes. A similar 
incidence of prolapse was found in an unpublished series 
of 77 patients with haematemesis. The authors admit 
that their figures are higher than those in most other 
reported series, and they agree that their criteria of 
diagnosis are probably less rigid. They protest, how- 
ever, that the clinical importance of prolapse has been 
grossly over-emphasized. Denys Jennings 


548. Effect of Costestnatn (ACTH) in Chronic Ulcera- 
tive Colitis. Observations in Forty Patients 

J. B. KirsNer and W. L. Parmer. Journal of the 
American Medical Association [J. Amer. med. Ass.| 147, 
541-549, Oct. 6, 1951. 6 figs., 40 refs. 


A series of 40 patients with chronic ulcerative colitis 
(severe in 22 cases) were treated at the Frank Billings 
Medical Clinic, University of Chicago, with ACTH after 
having been under a period of observation. The ACTH 
treatment was preceded and followed by a period in 
which saline, which was believed by the patient to 
be ACTH, was injected. The total dose of ACTH 
ranged from 1 to 3 g., the largest being 7-92 g. in 126 
days. 

Clinical response was good in 27 canteen of well- 
being increased, appetite improved, stools decreased in 
bulk and frequency, and fever-abated; only 4 patients 
showed no improvement. The appearance of the mucous 
membrane improved greatly in 20 cases and less obviously 
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in 14 others, oedema and friability diminishing, but 
granularity persisting. In no case was a completely 
normal mucosa seen, and the radiological appearances 
remained abnormal. Laboratory investigations reflected 
this improvement. The erythrocyte sedimentation rate 
fell, faecal lysozyme content diminished in 4 patients, 
and erythrocyte cholinesterase content fell. In the 
dosage used ACTH produced side-effects (such as hypo- 
potassaemia) in 4 cases, and withdrawal symptoms of 
malaise, fever, and muscle cramps occurred in almost 
half the total. The results were considered good, long 
courses of over 6 weeks being most effective, but the 
eventual relapse of 20 out of 36 originally benefited 
suggests that the effects of ACTH on ulcerative colitis 
is only temporary, although the relapses seemed to be of 
reduced severity. K. Gurling 


549. ACTH Therapy in Ulcerative Colitis and Regional 
Enteritis 

S. J. Gray, R. W. RE(FENSTEIN, and J. A. BENSON. New 
England Journal of Medicine [New Engl. J. Med.] 245, 
481-487, Sept. 27, 1951. 2 figs., 9 refs. 


In this paper the immediate and long-term effects of 
the use of ACTH and cortisone in 6 patients with 
ulcerative colitis and in 2 patients with regional enteritis 
are described. No controls were obtained by the selec- 
tion of alternate cases, but all the patients selected were 
markedly incapacitated and had not responded to periods 
of therapy in hospital of 1 to4 months. Moreover, the 
patients were usually given a placebo before ACTH 
therapy was begun and were not informed of the change 
in medication. The dose of ACTH was 20 to 40 mg. 
given intramuscularly at 6-hourly intervals for periods of 
4 to 8 weeks, at the end of which the dose was gradually 
reduced over a period of 5 to 7 days. Two patierits were 
treated orally with cortisone during a relapse after ACTH 
therapy and received 100 to 120 mg. twice a day for 10 
to 21 days. 

The effects of this therapy were assessed on the basis 
of changes in the general condition of the patient, the 
frequency and consistency of the stools, the presence of 
blood in the stools, the proctoscopic and sigmoidoscopic 
appearance of the bowel, and by the estimation of the 
faecal lysozyme titre. 

Five of the 6 patients with ulcerative colitis experienced 
a remission described by the authors as “ definite ’’ and in 
some cases “* dramatic’. The diarrhoea decreased signi- 
ficantly within the first week of treatment and was usually 
brought under control within 2 weeks; the blood in the 
stools diminished or disappeared altogether, and there 
was marked relief of abdominal pain and tenesmus. The 
general condition of the patient improved considerably, 
the usual euphoria associated with ACTH therapy being 
present and the pyrexia promptly disappearing. There 
was also a fall in the faecal lysozyme titre. Objectively, 
it took about 4 weeks for improvement in the condition 
of the bowel judged by sigmoidoscopic appearance. One 
patient who failed to respond to 15 days’ treatment with 
ACTH had a 23-year history of ulcerative colitis; exten- 
sive fibrosis and multiple strictures of the bowel were 
present together with perianal and perineal fistulae. 


Relapses occurred in all but 2 patients, one of whom 
has remained in permanent remission for 16 months. 
The relapses, however, responded satisfactorily to a 
further course of ACTH or cortisone therapy. 

Both the patients suffering from regional enteritis 
experienced a definite remission after ACTH therapy, 
there being diminution in the bowel movements, con- 


- siderable gain in weight, lack of abdominal pain, and the 


development of a sense of well-being. There was also 
a marked decrease in intestinal motility and spasm as 
observed radiographically. 

However, the disease process in the ileum and other 
parts of the small intestine did not appear to be altered 
by ACTH therapy. G. A. Smart 


550. Observations on the Alterations in Electrolytes and 
Fluid Balance in Patients with Cirrhosis of the Liver with 
and without Ascites 

W. E. Ricketts, L. EICHELBERGER, and J. B. KIRSNER. 
Journal of Clinical Investigation [J. clin. Invest.) 30, 1157— 
1170, Nov., 1951. 6 figs., 23 refs. 


Changes in the electrolyte metabolism were studied at 
the Frank Billings Medical Clinic, University of Chicago, 
in 7 cases of hepatic cirrhosis—4 with oedema and ascites 
and 3 without these complications. The diagnosis was 
confirmed in all cases by needle biopsy. There were 2 
normal controls. The results showed that: (1) sodium 
chloride excretion in the urine is decreased in cirrhosis if 
ascites is present, but not otherwise; (2) it is the sodium 
ion which is important in fluid retention; and (3) restric- 
tion of salt in the diet is indispensable in cases with 
ascites if frequent repetition of paracentesis and the use 
of diuretics are to be avoided. These findings confirm 
those of a number of other authors reported since 1948. 

J. W. McNee 


551. Studies in Edema. III. The Effect of Pitressin on 


' the Renal Excretion of Water and Electrolytes in Patients 


with and without Liver Disease 

A. G. Wuite, G. Rustin, and L. Lerrer. ‘Journal of 
Clinical Investigation {J. clin. Invest.| 30, 1287-1297, Nov., 
1951. 5 figs., 44 refs. 


Abnormal water retention is one important factor in 
the production of oedema and ascites in hepatic disease, 
especially cirrhosis, and it has been suggested that in 
such cases an antidiuretic substance may accumulate in 
the blood which the liver may be unable sufficiently to 
inactivate. Vasopressin (from the posterior pituitary 
lobe), being such an antidiuretic substance, was ad- 
ministered by the authors to patients with hepatic disease 


_ and to normal controls at the Montefiore Hospital, New 


York. The results in both groups were essentially the 
same—diuresis after water administration was inhibited 
by an average of 52% in the patients with hepatic disease, 
and of 55-6% in the controls, the effect lasting about the 
same time in each, and there was no significant change in 
the urinary output of sodium, chlorine, or potassium 
after injection of pitressin. The results were in fact 
essentially negative, and seem to throw no important 
light on the causation of oedema in liver disease. 
J. W. McNee 
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Cardiovascular Disorders 


552. The Myth of Strict Bed Rest in the Treatment of 
Heart Disease 
S. A. Levine. American Heart Journal [Amer. Heart J.] 
42, 406-413, Sept., 1951. 4 refs. 


Physiological and clinical observations are discussed 
to show that strict rest in bed is deleterious in patients 
with congestive heart failure, and that rest in an arm- 
chair with the feet down is far preferable. The patient 
should observe the same rest in a chair with arm and 
foot rests as is usual in treatment in bed. The position 
assumed in a chair encourages accumulation of fluid in 
the legs and thereby diminishes pulmonary congestion. 
It is also suggested that 8- or 9-in. (20- to 22-5-cm.) blocks 
be placed under the headposts of the bed during the 
patient’s rest in bed at night. The advantages of treat- 
ment in a chair over that in a cardiac bed are pointed out. 
All other measures of cardiac treatment are carried out 
in the usual way. Chair treatment has also been 
successfully employed by the author in cases of coronary 
thrombosis. The only exception, and the main contra- 
indication, to this method of treatment is the presence of 
significant shock. A. Schott 


553. Visible Pulsation in Relation to Blood Flow and 
Pressure in the Pulmonary Artery ' 
M. CAMPBELL. British Heart Journal (Brit. Heart J.] 
13, 438-456, Oct., 1951. 7 figs., 24 refs. 


In 10 cases of patent ductus arteriosus, 7 of atrial septal 
defect, 3 in which the pulmonary veins drained into the 
right auricle, 10 of ventricular septal defect, 6 of Eisen- 
menger’s complex, 4 of pure pulmonary hypertension, 7 
of transposition of aorta and pulmonary artery, and 20 
of mitral stenosis, the appearance of the lung fields on 
radioscopy and in radiographs was related to the pres- 
sure in the pulmonary artery and to pulmonary blood 
flow as measured by cardiac catheterization. As a 
measure of the degree of dilatation of the pulmonary 
system the descending branch of the right pulmonary 
artery was studied at a point after it had given off the 
branches to the upper and middle lobes and before it 
divided into the segmental branches to the lower lobe. 
The size of this segment of the right pulmonary artery 
and its degree of pulsation were noted. It is pointed 
out that the term “hilar dance”? should mean some- 
thing more than pulsation of the hilum, and it is defined 
as “ a degree of pulsation striking enough to be noted in 
both hila simultaneously, even if one’s attention is 
directed mainly to one hilum, often with a jerky quality ”’ 
{t was found that pulsation in the above segment of the 
right pulmonary artery was greatest in auricular and 
ventricular septal defect, in Eisenmenger’s complex, and 
in transposition of the aorta and pulmonary artery; 
much less in patent ductus arteriosus and in pulmonary 
hypertension; and negligible in mitral stenosis. Hilar 
dance was seen in cases of auricular and ventricular septal 


defect and of transposition, but only occasionally in 
Eisenmenger’s complex. 

While the size of the pulneneey arteries is influenced 
by increased pressure as well as by increased flow, visible 
pulsation was present only in association with increased 
pulmonary blood flow, irrespective of increase in 
pressure. The observation that auricular and ventricular 
septal defects have a greater effect on size and pulsation 
than patent ductus arteriosus, independently of any 
increase in pulmonary blood flow and pressure, is at- 
tributed to the fact that in the former a large proportion 
of the cardiac owtput is suddenly ejected into the pul- 
monary arteries during systole, whereas in patent ductus 
arteriosus the portion of cardiac output is diverted into 
the pulmonary artery more gradually during systole and 
diastole. The main factor responsible for increased 
pulsation was found to be a large pulmonary blood flow. 
A high pulmonary pressure without a large pulmonary 
blood flow, although it increased the size of the pul- 
monary arteries, had no significant effect on the degree 
of pulsation, except in Eisenmenger’s complex. 

A. Schott 


554. Calcification of the Left Annulus Fibrosus 
T. Journal of Gerontology Gerontol.] 6, 327- 
333, Oct., 1951. 2 figs., 14 refs. 


. From a review of the literature the author concludes 
that calcification of the left annulus fibrosis of the heart 
has been established as an independent lesion which 
may occur in individuals showing no evidence of previous 
endocarditis. 

In the present paper he deals with a series of 230 
necropsies (all on patients over 60 years of age), carried 
out over 8 years, in which calcification of the annulus 
fibrosis was found. The percentage incidence over the 
period was 9-4 in women and 2:7 in men, frequency of 
occurrence increasing with advancing age. There was 
no direct relationship between the occurrence of calcified 
annulus fibrosis and arteriosclerosis. This is emphasized 
by the sex distribution. The degree of calcification varied 
from an area smaller than the size of a pea to the forma- 
tion of a calcified ring up to 1 cm. in thickness. In most 
cases the condition consisted of a single deposit of calcium 
salts. No bone tissue was observed. In severe cases 
calcified masses invaded the myocardium. Invasion of 
the interventricular septum was found in 11 cases, in 5 
of which disorders of conduction had been diagnosed 
electrocardiographically. 

The author discusses the relationship of the condition 
to heart murmurs. Murmurs were found in approxi- 
mately two-thirds of affected patients and in only about 
one-third of patients without annulus calcification. 
He concludes that the condition should be considered 
as a possible diagnosis when a diastolic murmur is 
heard in the apical region in the elderly, and that it is 
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not a significant cause of mitral stenosis. He makes 
the interesting observation that auricular fibrillation was 
found in not less than 10% of all patients in the large 
hospital for the elderly where the present investigation 
was conducted. J. C. Brocklehurst 


555. Acute Idiopathic Pericarditis 

R. C. Parker and H. R. Cooper. Journal of the 
American Medical Association [J. Amer. med. Ass.\ 147, 
835-839, Oct. 27, 1951. 3 figs., 31 refs. 


This is an extensive review of acute idiopathic peri- 
carditis based on a clinical study of 22 cases, some of 
which were discovered in the course of routine cardio- 
graphy in cases of virus pneumonia. In acute idiopathic 
pericarditis the patient, during the course of an ap- 
parently benign respiratory infection, develops substernal 
pain aggravated by movement. A _ pericardial rub, 
cardiac enlargement, and typical electrocardiographic 
findings complete the picture of acute pericarditis. A 
final “* idiopathic ’’ diagnosis must be largely one of 
exclusion. Leucocytosis, which was found in 68% of 
patients in the present series, may be pronounced in the 
absence of suppurative disease. Initially it may be diffi- 
cult to distinguish the pain from that of acute coronary 
thrombosis. Rheumatic pericarditis usually has pre- 
ceding or concomitant joint pains and rheumatic nodules, 
and murmurs or partial heart-block may be present. 
Tuberculous pericarditis is characterized by slowly de- 
veloping massive effusion, often associated with oedema 
and ascites; the patient is more toxic, the course of the 
disease more severe, and the infection generally fatal. 
Treatment of idiopathic Pericarditis has so far been 
symptomatic, but there is some slight evidence that 
aureomycin treatment may be effective. 

[Most British physicians and cardiac surgeons do not 
consider tuberculous pericarditis as necessarily a very 
severe or toxic illness, although isolation of the tubercle 
bacillus from the effusion is often a grave prognostic 
finding. With this outlook it is more difficult to exclude 
tuberculosis in differential diagnosis.] T. Semple 


See also Radiology, Abstract 518. 


556. The Behaviour of the Heart in Cases of Endo- 
carditis Treated with Antibiotics. (Comportement du 
ceeur des endocarditiques traitées par les antibiotiques) 
P. Broustet. Presse Médicale [Pr. méd.] 59, 1434-1436, 
Nov. 3, 1951. 5 refs. 


The author discusses some of the features noted in a 
series of 23 cases of bacterial endocarditis (13 with 
positive blood culture, treated with antibiotics at the 
H6pital du Tondu, Bordeaux. Cardiac insufficiency may 
occur within 1 year after clinical cure of the endocarditis, 
but is not necessarily fatal (1 surviving and 1 fatal case 
are described); it may occur during the course of treat- 
ment; but in some cases ¥4 are reported in this series) 
cardiac insufficiency is ameliorated by antibiotic treatment 
alone. 

The relation between the infective process, heart 
failure, and antibiotic therapy is examined. French 
authors are quoted in support of the view that failure 


‘may be induced not only by damage to and destruction of 


the valves, but also by vascular and myocardial lesions 
even amounting to infarction. It is tentatively suggested 
that with antibiotics these processes may be halted (and 
thus, although rarely, failure may be overcome) at an 
early stage of the infection, but further research on this 
point is needed. That failure can be precipitated by 
otherwise successful treatment may be due either to the 
cicatrization that follows healing of vascular lesions 
(especially as a sequel to long-standing infection) or to 
anaphylactic reactions to penicillin, which might be pre- 
vented by the coincident use of antihistaminic substances 
or by the substitution of another antibiotic. 
R. S. Stevens 


557. Total Transposition of the Great Vessels: a Study 
of 5 Cases. (Transposici6n completa de los grandes 
vasos. Estudio de 5 casos) 

S. Nove.o, J. ZAPATA Diaz, and S. BerBeR. Archivos 
del Instituto de Cardiologia de México [Arch. Inst. 
cardiol. Méx.] 21, 277-324, June, 1951. 27 figs., 41 refs. 


A detailed description is given of 5 cases of trans- 
position of the great vessels, including the radiological, 
electrocardiographic, and post-mortem findings; angio- 
cardiography was carried out in 2 cases. Of the 5 cases 
4 were in._males. One of these had an associated inter- 
auricular septal defect but survived to the age of 19 years, 
which is claimed tq be ‘the highest survival age reported 
so far. From a diagnostic point of view the most 
important. features are considered to be: (1) cyanosis 
from birth, or occurring very early in life; (2) radio- 
logical evidence of normal or increased pulmonary blood 
flow in the absence of dilatation of the pulmonary conus; 
(3) a narrow radiographic shadow of the great vessels in 
the postero-anterior view, widening as the patient is 
turned into the left anterior view. In one of the authors’ 
cases angiocardiography yielded an entirely misleading 
result. The diagnostic value of certain electrocardio- 
graphic features recently described by Zuckermann et al. 
(Arch. Inst. Cardiol. Méx., 1951, 21, 61) is considered to 
deserve further study. The importance of a correct 
diagnosis is important in view of recent attempts by 
Blalock and Hanlon at surgical improvement of this 
condition. [There is a useful bibliography.] 

A. Schott 


558. Pulmonary and Tricuspid Stenosis without Inter- 
ventricular Communication. (Atresia pulmonar y esto- 
nosis tricuspidea sin comunicacion interventricular) 

S. Nove.o, L. O. Cuait, J. ZAPATA Diaz, and T. VELAZ- 


‘QuEZ. Archivos del Instituto de Cardiologia de México 


[Arch. Inst. cardiol. Méx.| 21, 325-338, 1951. 
13 refs. 


This is a detailed report of a case of pulmonary and 
tricuspid stenosis observed in a girl of 4 months of age. 
The point of special interest was that the electrocardio- 
gram showed right axis deviation. Anatomically the 
right ventricle showed pronounced concentric hyper- 
trophy in its inflow tract at the expense of its cavity; 
in the authors’ opinion this accounted for the electro- 
cardiographic findings. They compare their case with 
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one of Taussig’s and suggest that two distinct types of 
non-functioning right ventricle should be distinguished 
anatomically, according to whether the inflow tract of 
the right ventricle is hypoplastic, with left axis deviation 
in the electrocardiogram, or hypertrophied, in which 
case there is right axis deviation. [Those interested in 
this condition may wish to compare this report with 
Case 1 of Allenby et al. (Guy’s Hosp. Rep., 1950, 99, 110).] 
A. Schott 


See also Pathology, Abstract 464. 


559. The Clinical Significance of Gallop Rhythm in 
Hypertension 

B. E. Mites. British Heart Journal [Brit. Heart’ J.] 13, 
327-333, July, 1951. 3 figs., 10 refs. 


Gallop rhythm as defined [‘‘ the presence, in a patient 
with heart disease, of audible vibrations in diastole, 
homologous either with the physiological third or 
auricular sounds ’’] was heard and recorded phonocardio- 
graphically in 37 of 100 patients with hypertension. 
Poor correlation was shown between gallop rhythm and 
the degree of heart disease as judged by blood pressure, 
heart size, degree of cardiac failure, and electrocardio- 
graphic abnormality. It is suggested that gallop rhythm 
has little value in prognosis, as it occurs in a wide range 
of clinical circumstances. A tendency was shown for 
“rapid filling’ gallop to be associated with right- 
sided cardiac failure—[{Author’s summary.] 


See also Pathology, Abstract 466. 


560. Systemic Arterial Embolism in Rheumatic Heart 
Disease 

R. Datey, T. W. MATTINGLY, C. L. Hot, E. F. BLAND, 
and P. D. Wuite. American Heart Journal (Amer. 
Heart J.] 42, 566-581, Oct., 1951. 4 figs., bibliography. 


The authors studied 194 patients with rheumatic heart 
disease diagnosed clinically or at necropsy (39 cases) 
during the years 1923-50. A mitral lesion was present 
in 188 of the patients: auricular fibrillation, usually of 
long duration, and less often paroxysmal or of recent 
origin, occurred in 174 patients. There was little evi- 
dence that digitalis was a significant factor, and in only 
1 of 11 patients treated with quinidine was embolism 
possibly due to restoration of normal rhythm. [Normal 
rhythm was not restored in the other cases.] Moderate 
rather than extreme left auricular enlargement was usually 
present. Cardiac failure, exercise, surgical operations, 
and pregnancy did not appear to be precipitating agents. 

Intracardiac thrombi were present in 25 of the 39 cases 
coming to necropsy, and a probable site of origin was 
seen in 6 others. The thrombus was in the cavity ofthe 
left auricle in 11, the auricular appendage alone in 10, and 
in both in 4 cases. Active rheumatism was present in 9 
cases, in 8 of which there was a visible thrombus. 

Emboli to the number of 393 were observed in the 194 
patients, who varied in age from 7 to 74 years: 48% 
were to the brain, 14% to the arteries of the abdominal 
viscera, 11% to the aortic bifurcation and iliac arteries, 
17% to the arteries of the lower extremity, and 10% to 


the arteries of the upper extremity. Of the 194 patients 
71% are known to be dead: 12% from the initial embolus, 
28% from subsequent emboli, and most of the remainder 
from cardiac failure. The highest mortality from all 
causes was in the first year after the initial embolus, but 
fatal emboli continued to occur 10 or more years later. 
Particularly dangerous sites were the cerebral vessels (64 
deaths in 130 patients) and mesenteric arteries (10 deaths 
in 11 patients). 

Early recognition, prompt embolectomy, and thé use 
of anticoagulants are stressed as essential in cases with 
emboli to the aortic bifurcation and lower limbs. No 
treatment is considered to improve the prognosis of 
cerebral embolism. The prophylaxis of recurrent em- 
bolism is also discussed, including the continued use of 
anticoagulants over long periods, the avoidance of too. 
rapid diuresis by digitalis or mersalyl, administration of 
quinidine, and amputation of the auricular appendage. 

[This is an important paper which should be read in 
detail by all interested in this subject.] 

J. W. Litchfield 
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561. Analysis of Additional Heart Sounds in Diphtheria 
by Means of Phonocardiography. (Analyse van extra 
harttonen bij diphtheriepatiénten met behulp van phono- 
cardiographie) 

G. M. H. VEENEKLAAS. Maandschrift voor Kinder- 
geneeskunde {[Maandschr. Kindergeneesk.] 19, 395-401, 
Oct., 1951. 5 figs. 


Extra sounds in the diphtheritic heart, which may be 
just above or below the limit of audibility and which may 
occur so close to one another that ordinary ausculatory 
perception and interpretation is possible only for the 
very limited few, may be more easily appreciated by 
means of phonocardiograms. Analysis of the sounds is 
best effected by means of simultaneous registration of a 
function intimately connected with the production of 
the sounds, such as the apex beat, the pressure in the 
vena cava, or the movements of the carotid. But in this 
study, correlation was with the electrocardiograms, 
changes in which precede the mechanical events and 
arise directly from quite different phenomena. The 
first sound is registered after closing of the A-V valves 
and mainly before the QRS complex; the second sound 
after closure of the semilunars and after the T crest; the 
third sound occurs during rapid ventricular filling and 
before the P crest; it is sometimes perceptible in young 
individuals and is accentuated in dilatation of the 
ventricle; the fourth or auricular sound is heard in con- 
nexion with auricular filling and contraction and is after 
the P crest; in heart block it can be heard as a soft low 
sound, 

Phonocardiograms are reproduced showing the third 
and fourth sounds in heart block, and auricular gallop 
rhythms associated with an accentuated third sound, | 
presence of third and fourth sounds (sometimes occurring 
together), and with duplication of the second sound and 
sometimes also of the first. Accentuation of a sound 
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normally present (even if barely audible) to produce a 
gallop rhythm does not necessarily always mean a fatal 
prognosis. R. Crawford 


562. The Significance of Notched Upright T Waves 

W. Dresscer, H. Roester, and H. Lackner. British 
Heart Journal (Brit. Heart J.| 13, 496-502, Oct., 1951. 
6 figs., 13 refs. 


From the examination of 1,000 consecutive electro- 
cardiograms from 333 hospital patients with and without 
heart disease it was concluded that notched upright T 
waves may occasionally be seen in normal subjects, 
especially children, when they generally occur in chest 
leads 1 to 4. They are more commonly present in heart 
disease, particularly in the presence of coronary arterio- 
sclerosis or left ventricular hypertrophy and occasionally 
in rheumatic carditis; here they are usually seen in chest 
leads 2 to 4 or limb leads I and II. In a more detailed 
_ study of 100 patients whose records showed notching of 
the T waves, serial tracings in patients with acute 
coronary insufficiency or pericarditis were sometimes 
found to show this appearance of the T wave before or 
after its inversion in the lead concerned. Reference is 
also made to experimental observations which showed 
temporary notching of T before inversion occurred. 

Notched T waves are considered to have the same 
diagnostic significance as T inversion, and in acute con- 
ditions may be a temporary phenomenon preceding or 
following frank T inversion. J. A. Cosh 


563. The Effect of Deep Inbreathing on Lead III of the 
Electrocardiogram 

W. Evans. British Heart Journal [Brit. Heart J.) 13, 
457-466, Oct., 1951. 18 figs., 8 refs. 


In 200 normal adults the normal lead III electrocardio- 
gram was compared with that recorded while the breath 
was held in full inspiration (IIIR). The commonest 
result of inspiration was to increase the positivity or 
diminish the negativity of one or more waves. Thus 
P, R, and T were usually taller in IIIR, while Q and S 
became less deep or disappeared; T, if inverted, became 
less so, flat, or elevated. In no case was Q deepened or 
T depressed by inspiration, although such a change was 
occasionally seen in P, R, and S 

Leads III and II[R were then compared in 200 cases of 
heart disease. In certain conditions inspiration was 
found to depress the T wave and sometimes the S-T 
segment: such an effect was seen in all 20 patients with 
left ventricular hypertrophy due to aortic stenosis. 
Where left ventricular hypertrophy was due to hyper- 
tension, a deepening of Q or S—T or depression of T was 
found in IIR in all of the 20 patients subject to cardiac 
pain, but in only 8 of the 20 who were free from catdiac 
pain. As in all the cases of hypertension the usual 
electrocardiographic abnormalities due to left ventricular 
hypertrophy were present, it was thought that the ad- 
ditional abnormalities in IIIR might indicate the presence 
of coronary artery disease. 

In myocardial infarction there was no change in IIIR 
when the infarct was anterior, but T was depressed when 
the infarct was lateral; S—-T depression was seen in IIIR 


in those cases in which the infarct was considered to be 
postero-lateral, whereas inspiration produced no change 
in lead III in those in which it was considered to be 
postero-inferior. In some cases-abnormalities of S—-T 
and T in IIIR were the only evidence of disease before, 
or the last remaining evidence after, myocardial in- 
farction. J. A. Cosh® 


564. Oesophageal and Other Leads in Posterior Cardiac 
Infarction 

S. Oram, M. Hott, and T. East. British Heart Journal 
(Brit. Heart J.| 13, 475-484, Oct., 1951. 5 figs., 27 refs. 


The diagnostic value of electrocardiographic tracings 
from the gastro-oesophageal lead, as compared with those 
from the standard leads, lead VF, a deep epigastric lead, 
and Lian’s back-foot lead (BF), in cases of posterior 
cardiac infarction was studied by the authors at King’s 
College Hospital, London. Passage of the lead into the 
oesophagus was sometimes impossible, and usually en- 
tailed discomfort. Artefacts were not uncommon in the 
records, and fluoroscopic control was found to be 
essential to ensure that the electrode had passed below 
the auricular level. A ventricular surface record (EV) 
is obfained when the electrode is below the level of the 
lower cupola of the diaphragm in expiration, in which in 
normal subjects the Q wave, if seen, is small and precedes 
a tall R, while T is nearly always upright. 

In 27 cases of posterior infarction lead EV showed a 
Q wave in all, but this was only of significant depth (more 
than one-quarter of the height of R) in 24, and of signifi- 
cant duration (0-04 second or more) in 18; T was clearly 
inverted in 25. The information gained was no greater 
than that from lead VF, but rather more than from lead 
BF. In cases where posterior infarction was suspected 
from lead III, lead VF appeared to be of greater value 
than leads EV or BF. The deep epigastric lead was 
useless. 

It is concluded that no information can be obtained 
from oesophageal leads in cases of posterior infarction 
that is not more readily gained from leads III and VF. 
In addition, there are considerable technical disadvan- 
tages in using oesophageal leads. J. A. Cosh 


565. The Oesophageal Lead 
C. W. C. Bain. British Heart Journal (Brit. Heart J.) 
13, 485-495, Oct., 1951. 13 figs., 11 refs. 


Electrocardiograms from an oesophageal lead were 
taken by the author on 70 occasions in a series of 65 
patients and were found to have their greatest value in 
recording the auricular complexes in cases of arrhythmia. 
The lead (a modified Ryle’s tube) was either swallowed 
or passed through the nose to a distance of 56 cm. from 
the incisor teeth, to ensure that its tip lay in the stomach 
in patients of every build. At this level the P wave is 
normally rounded and upright; as the lead is withdrawn 
it becomes more peaked and narrow until a sharp intrinsic 
auricular deflection is seen at a level varying from 52 to 
32 cm. from the teeth, being mainly an R wave opposite 
the lower part, and an S wave opposite the upper part 
of the auricles, while above the auricles it is rounded and 
inverted as in VR. The position of the electrode can 


Or 
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therefore be checked, except in cases of auricular fibril- 
lation, by scrutiny of the tracing, fluoroscopic control is 
unnecessary, and the lead can be passed and the record 
taken by a technician... 

Where A-—V dissociation occurred the auricular “ T” 
wave was well seen, being upward where the auricular 
wave was mainly downward and vice versa. The size 
of the auricular deflection (commonly 6 mm. or more 
overall) enabled it to be seen clearly even when P waves 
were inconspicuous in ordinary leads. The value of 
such tracings is well illustrated from cases of total heart 
block, auricular premature systoles and tachycardia, and 
paroxysmal ventricular tachycardia. In auricular flutter 
clear but abnormal auricular intrinsic deflections could 
be seen, with, at some levels, an isoelectric base line 
between them. In auricular fibrillation the records 
showed continuous irregular auricular activity, with no 
sign of a level base line. The mechanisms of flutter and 
fibrillation thus appear different, the evidence favouring 
a circus rhythm in fibrillation and a single ectopic focus 
in flutter. In the diagnosis of posterior infarction the 
oesophageal lead was not found superior to lead VF. 

J. A. Cosh 


566. An Appraisal of the New Electrocardiography: 
Correlations in One Hundred and Fifty Consecutive 
Autopsied Cases 

H. D. Levine and E. Puitiips. New England Journal of 
Medicine [New Engl. J. Med.] 245, 833-842, Nov. 29, 
1951. 7 figs., 16 refs. 


An electrocardiographic—pathological correlation was 
made in 150 consecutive patients. At least one complete 
set of conventional leads and unipolar extremity and 
chest leads was made in each case. 

The electrocardiographic diagnosis of acute myocardial 
infarction was invariably correct. However, of all acute 
infarcts found at autopsy only 75% were detected electro- 
cardiographically. Only 20% of old infarcts found at 
autopsy were correctly diagnosed electrocardiographic- 
ally. Fifty per cent. of those that were missed showed 
left-ventricular hypertrophy. No case of acute or old 
myocardial infarction showed a normal set of electro- 
cardiograms. Of 12 cases of myocardial infarction 
involving the interventricular septum, 7 showed bundle- 
branch block. 

The electrocardiographic diagnosis of left-ventricular 
hypertrophy was invariably substantiated at autopsy. 
However, other coexisting lesions such as right-ventricular 
hypertrophy or myocardial infarction were usually masked 
by the changes of left-ventricular hypertrophy. Twelve 
additional patients with left-ventricular hypertrophy did 
not show the typical electrocardiographic picture. Seven 
of these had vertical hearts and may not have been 
adequately explored electrically. 


Only 2 out of 26 patients with combined ventricular . 


hypertrophy were diagnosed electrocardiographically. 
In most cases in this group the electrocardiographic 
diagnosis of left-ventricular hypertrophy was made. 

The electrocardiographic diagnosis of right-ventricular 
hypertrophy was substantiated in all 8 cases. Both 
patients with electrocardiorgams characteristic of right 
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bundle-branch block and with a large secondary R wave 
(R’) over the right ventricle had right-ventricular hyper- 
trophy at autopsy. ; 

The diagnosis of acute cor pulmonale was confirmed 
in 7 of 8 patients in whom it was made electrocardio- 
graphically. It was missed electrocardiographically in 
1 other case. 

Thirty-eight patients showed non-specific abnormal 
electrocardiograms. The chief anatomic diagnoses in 
this group were ventricular hypertrophy and coronary 
artery disease with or without infarction. Ischaemic, 
toxic, or chemical changes could explain the abnormal 
electrocardiograms in 7 cases. Of 15 patients presenting 
normal electrocardiograms, 9 had apparently normal 
hearts, 3 had coronary artery disease without myocardial 
infarction, 2 had left-ventricular hypertrophy, and 1 had 
unexplained edema of the heart muscle. 

Of 17 normal hearts at autopsy, 9 showed normal 
electrocardiograms, 5 showed nonspecific changes, 2 
showed auriculoventricular block, and 1 was erroneously 
diagnosed as old anterior myocardial infarction on the 
basis of a decreasing R wave in leads V; and V2 and an 
absent R wave in lead V3. 

The newer techniques have definite theoretical ad- 
vantages over the old. The superiority has been prin- 
cipally in the understanding of the electrocardiogram and 
in the detection of positional changes. However, since 
the electrocardiogram represents the composite effect of 
a number of factors operating simultaneously, the effect 
of certain changes may be obscured in the resulting 
tracing and thus may escape detection. Accordingly, 
restraint, caution, humility, and sound judgement are 
still vital in its evaluation.—[Authors’ summary.] 


567. The Unipolar Precordial and Extremity Electro- 
cardiogram in Normal Infants and Children 

M. M. ALimuRUNG, L. G. JosepH, A. S. Napas, and 
B. F. Masset. Circulation [Circulation] 4, 420-429, 
Sept., 1951. 5 figs., 38 refs. 


CARDIAC FAILURE 


568. The Distribution of Body Fluids in Congestive 
Heart Failure—I. Theoretic Considerations 


J. R. ELKINTON and R. D. Squires. Circulation [Cir- 


- 


culation] 4, 679-696, Nov., 1951. 6 figs., bibliography. 


In the first of an important series of papers on this 
subject the authors discuss the significance of the various 
disturbances of circulatory and renal dynamics, cellular 
metabolism, and body-fluid distribution that make up the 
clinical picture of congestive heart failure. 

The chief abnormality in body-fluid distribution is a 
simple expansion of extracellular fluid, but there may be, 
in addition, alterations in tonicity and electrolyte struc- 
ture of the extracellular and intracellular fluids. The 
older theories of backward” and “ forward ”’ failure 
are inadequate, as they are based on the false assumption 
of an absolute diminution in cardiac output below the 
average normal range. It is therefore necessary to invoke 
the concept of disparity between cardiac output and the 
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metabolic requirements of the body, such as the oxygen 
requirement. Such hypoxia may alter general and local 
haemodynamics and interfere with cellular metabo]ism. 
‘Renal retention of water and electrolytes is dependent 
on changes in tubular function initiated by circulatory, 
humoral, or cellular factors. The cardiac output alone 
does not determine the renal regulation of the volume of 
the body fluids, and other factors, such as cellular 
hydration, interstitial volume, and intracranial volume, 
are probably involved. Primary changes in the body 
fluids can produce changes in the circulation. It is 
therefore possible that the secondary alterations of body 
fluids due to cardiac insufficiency may take part in a 
vicious circle and lead to grosser changes of congestive 
failure. For example, the altered water and electrolyte 
constitution of the myocardium, renal tubular cells, 
hypothalamic osmoreceptors for antidiuretic hormone 
production, and the receptors of the hypothetical stimu- 
latory mechanism for the adrenal cortex may lead to 
' secondary water and electrolyte retention. Changes in 
osmotic activity of cellular solutes may lead to altered 
responses of cellular receptors for the endocrine control 
of urinary secretion, and these must be considered in the 
study of the “ low-sodium state’ and its correction by 
saline infusion. K. G. Lowe 


569. The Distribution of Body Fluids in Congestive 
Heart Failure—II. Abnormalities in Serum Electrolyte 
Concentration and in Acid—Base Equilibrium 

R. D. Squires, R. B. Sincer, G. R. Morritt, and J. R. 
ELKINTON. Circulation [Circulation] 4, 697-705, Nov., 
1951. 5 figs., 32 refs. 


The authors have estimated the serum levels of sodium, 
potassium, chloride, and total carbon dioxide in 21 
healthy control subjects and 44 patients with congestive 
heart failure. Cases of pulmonary heart disease were 
excluded because of the effect of primary pulmonary 
dysfunction on the elimination of carbon dioxide. All 
patients were on a low-sodium diet. There was no cor- 
relation of electrolyte disturbance with the different 
organic aetiologies of the heart failure. In analysing 
the findings consideration was given to the presence or 
absence of azotaemia and vomiting and to the question 
of the previous use of mercurial therapy. The frequent 
finding of hyponatraemia seemed to be related to the 
previous use of mercurials, and not to azotaemia or 
vomiting, which, however, might be aggravating factors. 
This hyponatraemia was paralleled by a disproportion- 
ately lower serum chloride level. In such cases, where 
azotaemia and vomiting were absent, the serum carbon 
dioxide level was raised. Serum potassium level was not 
significantly altered. 

The acid-base equilibrium was studied in 11 patients 
mostly chosen from those with a high serum level of 
total carbon dioxide. From the values for the haemato- 
crit, plasma pH, and total carbon dioxide content the 
pressure of carbon dioxide and concentration of buffer 
base were derived. Analysis showed that 2 patients 
had respiratory alkalosis, 2 had metabolic alkalosis, 4 had 
combined metabolic and respiratory alkalosis, and 3 had 
combined metabolic alkalosis and respiratory acidosis. 


CARDIOVASCULAR DISORDERS 


The frequency of metabolic alkalosis was, according to 
the authors, probably due to the disproportionate loss of 
chloride during previous mercurial diuresis. 

K. G. Lowe 


570. Prolonged Cation-exchange Resin Therapy in Con- 
gestive Heart Failure 

C. VoyLes and E. S. ORGAIN. New England Journal of 
Medicine [New Engl. J. Med.| 245, 808-811, Nov. 22, 
1951. 3 figs., 15 refs. 


Resodec is a carboxylated cation-exchange resin which 
is saturated with both ammonium and potassium ions. 
In the stomach these cations are exchanged for hydrogen 
ions; in the bowel the hydrogen ions are exchanged for 
sodium, potassium, and calcium ions. The powdered 
resin is given in doses of 15 g. 3 times daily in milk or 
mixed with food. Added calcium is given as calcium 
lactate, 5 g. daily, or as milk, 16 oz. (450 ml.) daily, 
while some potassium is supplied in the saturated resin. 
There is, however, a risk of hypocalcaemia, hypo- 
potassaemia, or acidosis developing; and weekly 
estimations of the serum calcium, potassium, chloride, 
and CO>-combining power are advisable, as well as the 
24-hourly determination of urinary excretion of sodium 
and chloride. 

Three ambulatory patients suffering from chronic con- 
gestive failure were given the resin daily for from 5 to 
9 months. Before treatment with the resin all were 
receiving mercurial diuretics twice weekly and were on a 
diet containing only 500 mg. of sodium. During resin 
therapy only occasional injections of mercurials were 
required; one patient was able to increase his intake of 
sodium to 1,500 mg. daily. When the resin was dis- 
continued temporarily, congestive failure returned 
rapidly. During resin therapy the 24-hour urinary 
excretion of sodium fell to about 15 mg., but the serum 
levels of sodium, calcium, and CO 2-combining power 
were low normal and that of potassium remained normal. 
One patient had severe constipation. It is concluded 
that the administration of a cation-exchange resin is a 
useful measure in the treatment of chronic congestive 
heart failure. Cc. W. C. Bain 


571. Aminophylline as Supplement to Mercurial Di- 
uretics in Intractable Congestive Heart Failure 

A. VoGi and P. EsseRMAN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 147, 625-630, 
Oct. 13, 1951. 6 figs., 33 refs. 


The authors claim that aminophylline is of unquestion- 
able value as a supplement to mercurial diuretics in the 
treatment of patients with dropsy due to chronic con- 
gestive heart failure. In support of this statement they 
give details of cases and also describe their experience of 
** hundreds ” of injections during 20 years. 

The technique recommended is the administration by 
slow intravenous injection of 0-5 g. aminophylline mixed 
with a mercurial diuretic on the morning of the first day, 
and thereafter 5 injections of aminophylline alone at 12- 
hourly intervals. It is pointed out that 0-5 g. is the 
smallest useful daily dose; a larger dosage may be 
required in many cases, but not more than 0-5 g. should 


aa 
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be given at any one time. The injection should be made 
slowly with the patient recumbent, signs of danger being 
increased depth and rate of respiration. 

G. F. Walker 


572. The Biochemical Basis of Betaine—Glycocyamine 
Therapy 

H. Borsook and M. E. Borsoox. Annals of Western 
Medicine and Surgery [{Ann. west. Med. Surg.) 5, 825-829, 
Oct., 1951. Bibliography. 

Reasons, based on the biochemistry of creatine meta- 
bolism, are given for believing that the administration of 
glycocyamine (the immediate precursor of creatine) and 
betaine (essential for the conversion of the former into 


creatine) might be beneficial to patients suffering from — 


muscular weakness or degeneration, including cardiac 
failure, and in certain neurological conditions, phospho- 
creatine being the main source of immediately available 
energy in muscle and nerve. On this hypothesis glyco- 
cyamine, 30 mg. per Ib. (66 mg. per kg.) body weight 
per day, together with 4 to 5 times this amount of betaine 
hydrate, was given to approximately 200 patients for 
periods of 6 to 12 months. The authors state that 
neither from symptoms nor from analyses of blood and 
urine was there any indication of toxicity, and that “* one 
effect has been outstanding. Within one or a few weeks 
after beginning therapy many patients reported an im- 
proved sense of well-being, less fatigue, and an increased 
desire for and performance of physical and mental work, 
according to the occupation of the patient. This sthenic 
effect has appeared and persisted whatever the degree of 
specific objective improvement and is referable, pre- 
sumably, to the nervous system ”’. R. T. Grant 


573. Treatment of Cardiac Decompensation with Betaine 
and Glycocyamine 

M. E. Borsook and H. Borsook. Annals of Western 
Medicine and Surgery [Ann. west. Med. Surg.] 5, 830-855, 
Oct., 1951. 5 figs., 9 refs. 


A series of 28 patients with cardiac decompensation (8 
with rheumatic and 20 with arteriosclerotic heart disease) 
were treated with 30 mg. of glycocyamine and 150 mg. of 
betaine per Ib. (66 mg. and 330 mg. respectively per kg.) 
body weight per day, divided into 4 equal doses, for 
periods of 6 to 10 months (see Abstract 572). The 
evaluation of the effect of treatment was based on sub- 
jective and objective findings, the latter including 
examination of blood and urine, radiography, electro- 
cardiography, and determination of urinary creatine and 
creatinine content. The only untoward effects were 
transient nausea and diarrhoea. Detailed reports of 18 
of the cases are given. 


After a brief period of treatment nearly all patients . 


reported a much improved sense of well-being, less 
fatigue, and greater strength and endurance. These 
clfects persisted, but their relation to any objective im- 
provement in cardiac function was not always evident. 
The majority (14 patients) improved rapidly on sub- 
stitution of glycocyamine and betaine for other therapy 
and maintained the improvement, as did another patient 
until he suffered a coronary occlusion during treatment; 
M—M 


6 experienced a few stormy and uncomfortable days 
before improvement set in, which was thereafter main- 
tained; 4 patients required other forms of treatment in 
addition; and 3 patients did not improve, 2 of whom 
died. Most of the patients gained weight, and all showed 
a large increase in total creatinine excretion (creatine plus 
creatinine). R. T. Grant 


574. New Biochemical Approach to the Treatment of 
Congestive Heart Failure 

V. VAN ZANDT and H. Borsoox. Annals of Western 
Medicine and Surgery {Ann. west. Med. Surg.] 5, 856- 
862, Oct., 1951. 1 fig. 


In 7 cases of congestive cardiac failure (all in ambula- 
tory patients under treatment with reduced sodium intake, 
digitalis, and mercurial diuretics), betaine and glyco- 
cyamine were given in addition (see Abstracts 572 and 
573). Detailed case reports are given. All the patients 
noted an increased feeling of well-being... In 4 cases the 
cardiovascular condition was considered objectively to 
have greatly improved, and in 3 of these digitalis therapy 
was discontinued; the 3 other patients showed no 
cardiovascular improvement; 1 died, and 1 developed a 
gastro-intestinal intolerance to betaine and glycocyamine 
after about 12 weeks. _ R. T. Grant 


575. Use of Betaine and Glycocyamine in the Treatment 
of Patients with Heart Disease: Preliminary Report 
A. GRAyBiEL and C. A. PATTERSON. Annals af Western 
Medicine and Surgery [Ann. west. Med. Surg.) 5, 863-875, 
Oct., 1951. 


Observations are reported on 16 patients (8 in hospital, | 
8 ambulatory out-patients) with severe heart disease who 
were treated with betaine and glycocyamine (see Abstracts 
572-4) at the U.S. Naval School of Aviation Medicine. 
After a preliminary control period all were given 30 mig. 
of glycocyamine and 90 mg. of betaine per lb. (66 g. and 
198 mg. respectively per kg:) body weight daily in 4 equal 
doses. In-patients were allowed the freedom of the ward 
as soon as their condition warranted this; out-patients 
were urged to continue their usual way of life. Except 
for salt restriction in some cases, no dietary suggestions 
were made. The period of observation varied from 1 to 
8 months. In assessing the results of treatment chief 
reliance was placed on changes in the heart size (judged. 
radiologically), the electrocardiogram, the signs of con- 
gestive failure, and in the results of exercise tolerance 
tests. Less significance was attached to patients’ state- 
ments as to the subjective effects of treatment. Except 
for slight gastro-intestinal disorders, no side-effects of | 
treament were noted. « 

The majority of patients a few days after receiving 
betaine and glycocyamine reported that they feit better, 
and improvement was expressed in a change in their be- 
haviour. The authors remark, however, that to prove 
that this improvement was due to the betaine and glyco- 
cyamine and to no other factor would require an experi- 
ment differently designed. Betaine and glycocyamine 
were found of little value in the relief of congestive failure, 
in decreasing cardiac enlargement, and in abolishing 
the electrocardiographic pattern of left ventricular strain. 
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In some instances work tolerance increased, but the 
increase was small and sometimes not maintained, while ~ 
in others, when subjective improvement resulted in an 
increase in the patient’s activities, there was evidence that 
the heart was overworked. R. T. Grant 


CORONARY DISEASE 


576. Reduction of Mortality Rate in Coronary Athero- 
sclerosis by a Low Cholesterol—Low Fat Diet 

L. M. Morrison. American Heart Journal [Amer. 
Heart J.| 42, 538-545, Oct., 1951. 29 refs. 


In the investigation reported 100 patients with a recent 
cardizc infarct, confirmed electrocardiographically, were - 
divided into 2 comparable series of 50 by taking alternate 
patients—one for treatment and the other to serve as a 
control. The treated patients were placed on a diet of 
1,500 Calories with 320 g. of carbohydrate, 90 g. of 
protein, and 20 to 25 g. of fat, the cholesterol content 
of the diet being 50 to 70 mg. daily; control subjects 
remained on a normal diet containing 80 to 160 g. of 
fat and 200 to 1,800 mg. of cholesterol. . 

Over a 3-year period there were 7 deaths in the treated 
group (3 from recurrent thrombosis, 3 from congestive 
heart failure, and 1 from extracardiac causes) and 15 
among the control cases (7 from recurrent thrombosis, 
6 from congestive heart failure, and 2 from an extra- 
cardiac cause). [No indication is given of the manner 
in which the deaths were spread over the 3-year period.] 

_A fall in level of all fractions of serum lipids, including 
cholesterol, was noted in most of the treated patients, 
though sometimes only after 1 or 2 years’ treatment. 
Improved exercise tolerance in many patients with angina 
of effort was also noted. 

The author concludes that his results warrant further 

_ trial of this method of treatment. J. W. Litchfield 


_577. Cardiac Infarction with Pain Confined to Effort 
E. G. Wave and A. M. Jones. British Heart Journal 
(Brit. Heart J.) 13, 319-326, July, 1951. 6 figs., 19 refs. 


Ninety-seven consecutive cases of angina of effort have 
been reviewed; 82 were available for re-interview; in 62 
of these typical angina of effort was present and pain had 
never occurred at rest or persisted longer than 15 minutes. 
If the routine cardiogram did not reveal diagnostic evi- 
dence of infarction an additional cardiogram was taken 
comprising standard and unipolar limb leads, 6 unipolar 
praecordial leads in the positions 1-6, and 6 high unipolar 
praecordial leads. Diagnostic evidence of myocardial 
infarction was present in 17 cases, and in a further 14 
cases the records were abnormal and suggestive of in- 
farction of ischaemia. 

The pathological evidence concerning the relationship 
between coronary occlusion and myocardial infarction 
is briefly discussed and related to the clinical data pre- 
sented. Our clinical observations are not inconsistent 
with the view that in the absence of other causes of 
relative myocardial ischaemia such as cardiac hyper- 
trophy, angina of effort is usually due to coronary oc- 
clusion with or without subsequent myocardial infarction. 


It is suggested that the sudden appearance of angina of 
effort, or the sudden exacerbation of symptoms in 
established angina, should be regarded as an indication 
of coronary occlusion at that time whether the electro- 
cardiogram shows evidence of infarction or not.— 
[Authors’ summary.] 


578. The Prevention of Impending Cardiac Infarction 
by Anticoagulant Treatment 

K. S. SmitH and C. Papp. British Heart Journal (Brit. 
Heart J.) 13, 467-474, Oct. 1951. 5 figs., 25 refs. 


After briefly reviewing the literature on prodromal 
attacks of cardiac pain preceding myocardial infarction, 
the authors refer to the rationale of attempting to prevent 
threatening infarction by means of anticoagulants. A 
total of 14 patients in whom increasing severity of cardiac 
pain and alteration in its pattern made impending infarc- 
tion probable were treated with heparin (25,000 units 
daily for the first 2 or 3 days) and thereafter with dicou- 
marol or tromexan; occasionally only tromexan was 
employed. In 7 patients progressive improvement oc- 
curred during treatment; in 6 of these no infarction took 
place, and in the remaining patient infarction was slight. 
In these cases alleviation of pain was observed very early 
after anticoagulant treatment had been started. In the 
other 7 patients cardiac infarction occurred in spite of 
treatment. A. Schott 


579. Young Candidates for Coronary Heart Disease 
M. M. GERTLER, S. M. GARN, and P. D. Wuite. Journal 
of the American Medical Association {|J. Amer. med. Ass.] 
147, 621-625, Oct. 13, 1951. 7 refs. 


According to the authors, not only is it possible to 
“* preselect ’* a young man likely to have coronary heart 
disease, but also to do at least something to shield him 
from his peril. In support of this remarkable claim they 
present a study of 100 young sufferers from proven 
coronary disease on whom they carried out a variety of 
clinical and biological tests, the results of which were 
compared with those in a similar but somewhat larger 
group of men entirely free from coronary disease. 
Their findings led them to deduce that young men of. 
resolute and intensive personality and stocky physique, 
with a serum cholesterol level above 309 mg. per 100 ml., 
a serum uric acid concentration of more than 5-4 mg. 
per 100 ml., and a total-cholesterol : lipid-phosphorus 
ratio above 22:5 are likely to suffer from coronary disease. 
As practical preventive measures in such subjects the 
authors recommend either lowering the serum cholesterol 
level or raising the serum phospholipid level. The 
authors regard the latter as likely to be clinically the most 
useful and effective. 

[This paper contains much careful and inspiring work 
of striking originality and is worth reading in the original.] 

G. F. Walker 


580. Coronary Arteriosclerosis and Myocardial Hyper- 
trophy 

E. P. CoNNOLLY and D. LitTMANN. New England Journal 
of Medicine [New Engl. J. Med.] 245, 753-756, Nov. 15, 
1951. 2 figs., 10 refs. 
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581. The Treatment of Raynaud’s Disease with a Nor- 
adrenaline Analogue. (A New Theory of Pathogenesis.) 
(Terapia con nor-adrenalino-simili nella malattia di 
Raynaud. (Nuova ipotesi patogenetiche)) 

M. BATTEzZATI and A. TAGLIAFERRO. Minerva Medica 
[Minerva med., Torino] 42, 697-700, Nov. 3, 1951. 


The vasoconstrictive crises of Raynaud’s disease in- 
volving arterioles and capillaries are attributed by the 
authors to an initial peripheral vasoconstriction which 
should normally be compensated by increase in the 
activity of the proximal larger arteries. They believe 
they have demonstrated that in Raynaud’s disease a fall 
in oscillometric readings is due not to spasm of the 
proximal arteries but to atony, as demonstrated by 
arteriography, with consequent impaired digital circula- 
tion. They have therefore treated patients with a vaso- 
constrictor substance, “‘ para-oxyphenylaminoethanol ”’, 
in doses of 50 mg. intramuscularly for the first week, 
followed by 150 mg. orally daily for 20 days; 7 cases are 
reported, with benefit lasting from 25 to 50 days after 
ceasing treatment. [The reader is referred to the paper 
on L-noradrenaline by Churchill-Davidson (Brit. med. J., 
1951, 2, 1551).] W. A. Bourne 


582. Vascular Spasm 


. G. W. PickerinG. Lancet [Lancet] 2, 845-850, Nov. 10, 


1951. 3 figs., 31 refs. 


The idea of severe and localized contraction of an 
artery, vascular spasm, occurring in the absence of a 
recognizable stimulus is entertained too freely and un- 
critically in current thought and writing. When a large 
artery such as the femoral is occluded in a normal subject, 
the distal blood-flow drops to zero for a few minutes and 
then returns to normal while the occlusion is maintained. 
Examples are given of transient symptoms of ischaemia 
following organic arterial occlusion in disease. Many, 
though not all, of the alleged instances of vascular spasm 
occurring in limbs, eye, brain, and heart seem to be 
explicable on other greunds of which the chief is organic 
arterial occlusion.—[Author’s summary.] 


583. Insidious Thrombosis of the Abdominal Aorta 
J. F. Goopwin and E. Petrie. British Heart Journal 
(Brit. Heart J.] 13, 554-560, Oct., 1951. 2 figs., 14 refs. 


Earlier reports relating to insidious thrombosis of the 


abdominal aorta are reviewed, and the salient features 
of the 25 authentic cases previously described are briefly - 


analysed. : 

It was found that either frank intermittent claudication 
of the calves or an aching in the hips and thighs on 
walking was an almost invariable early symptom. Mild 
or severe trophic changes, in the lower limbs, frequently 
improved by lumbar sympathectomy, were often present. 

A case is reported in which thrombosis of the aorta 
occurred insidiously below the origin of the renal arteries. 
The presenting symptoms were unlike those of the cases 
reviewed in previously reported series in that they were 
entirely referable to the effects of a severe hypertensive 


state. The circulatory changes in the lower limbs, and 
particularly the muscle wasting, were important features — 
suggesting that any obstruction in the aorta was of recent 
development. The results of instrumental examination 
of the lesion and of its effect upon the peripheral circula- 
tion are described, as are the findings at operation. 
After sympathectomy the present case came to resemble 
closely many of those described in the review, in that 
there developed an easy fatiguability of the lower limbs, 
and on walking a rapidly induced aching of hips and 
thighs. 

It is suggested that Leriche’s diagnostic criteria should 
be extended if cases of insidious thrombosis of the aorta 
are not to go undiagnosed.—[Authors’ summary.] 


584. Pathogenic Influences on the Course of Obliterative 
Endarteritis. (Onsit natoreHeTuyeckoro 
Ha TeyeHHe 

N. V. Rozovskii and V.N.CHERIGovskil. AauHuyecxaa 
Meduyuna [Klin. Med., Mosk.] 29, 58-64, No. 9, 1951. 


So far little is known of effective methods of influencing 
the pathological processes: of obliterative endarteritis. 
As proof of this Deciatov cites 117 victims of this disease 
who underwent a total of 61 amputations; in Toprover’s 
series amputations were required in 71-5% of all cases. 

Among methods of treatment tried are ganglionic 
sympathectomy, Filatov’s tissue implantation, intra- 
venous injections either of blood of a group different 
from that of the patient, or of hypertonic saline, distilled 
water, and sodium citrate. All these methods except the 
first act by exerting non-specific influences on the vaso- 
motor nerves, disturbance of the regulation of which is a 


_ primary factor in the evolution of the disease—a dis- . 


turbance maintained by anoxia of the tissues of the 
affected limbs. 

In 1948 one of the present authors found that in- 
jection of blood into the distal end of the severed femoral 
artery of animals provoked an increase in arterial pressure 
for as long as 48 hours, and it was therefore decided to 
attempt intra-arterial injection of blood in patients with 
obliterative endarteritis. This treatment was given to 
42 patients (40 of them men) varying in age from 21 to 


- over 50 years. In 11 cases the disease had existed for 


more than 5 years. An injection of 250 ml. of cold 
stored blood was made into the femoral artery just below 
Poupart’s ligament; if pulsation could not be felt the 
artery was exposed. The injection was followed by dif- 
ferent sensations; usually (in 38 cases) by a feeling of 
warmth, which spread downwards from the hip to the 
toes. More rarely a feeling of cold was experienced; in 
both cases there was often severe pain for some minutes, 
but later the pain was relieved. The skin temperature 
of the injected limb rose by amounts ranging from 0-4° 
to 2° C. above its former level, and in 35 cases there 
was reddening of the skin. In cases with hypertension 
and headache these were both relieved. 

According to Medvenskii, biochemical analysis of the 
blood of sufferers from obliterative endarteritis shows a 
lowered level of sodium and chlorides. The calcium is 
usually at the high limit of normal and potassium is at a 
normal level. Blood viscosity is raised. In 22 patients 
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of the present series subjected to blood analysis before 
and after the experiment the level of serum sodium and 
chlorides rose, and calcium level and viscosity fell, after 
the injection. 

The final results in 21 cases followed up over a period 
of 5 to 7 months were: 9 good, 7 improved, and 5 un- 
changed. Of the 9 patients with good results 2 subse- 
quently recovered fully. 

[A more prolonged period of observation is necessary 
before a final judgment on what appears to be a promising 
line of treatment can be reached.] 

L. Firman Edwards 
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585. Recommendations for Human Blood Pressure De- 
terminations by Sphygmomanometers 

J. Borpiey, C. A. R. CONNorR, W. F. HAMILTON, W. J. 
Kerr, and C. J. WicGers. Circulation [Circulation] 4, 
503-509, Oct., 1951; and Journal of the American Medical 
Association [J. Amer. med. Ass.| 147, 632-636, Oct. 13, 
1951. 11 refs. 


Measurement of the blood pressure with the sphygmo- 
manometer can never approach the accuracy of direct 
intra-arterial manometric registration, but for all general 
purposes in clinical medicine its serviceability remains 
adequate so long as certain of its fundamental short- 
comings are minimized by the use of reliable apparatus 
and a uniform technique. A faulty zero level, oxidation 
of the mercury causing a poor meniscus, clogging 
of the air vent at the top of the manometer, and air leaks 
in the rubber cuff, bulb, or tubing are frequent sources 
of inaccurate readings. 

The authors recommend that the inflatable bag should 
be 20% wider than the diameter of the limb on which it 
is used and sufficiently long to half-encircle it, bags of 
different sizes being therefore necessary for use on adults 
and children, and on the arm and thigh; the bag itself 
should be applied over the compressible artery. In the 
case of the aneroid manometer the fact that the pointer 
indicates zero may be no: guarantee of accuracy over 
the whole pressure range. This instrument should be 
checked frequently against a mercury manometer, and 
when held under pressure its pointer should remain steady 
on the dial. [Its use is not generally favoured in Great 
Britain.] The patient may be either seated or lying, pro- 
vided that his position is one of.physical and nervous 
repose. If the forearm veins are congested the arm 
should be elevated above the head before the cuff is 
filled, as otherwise the sounds become indistinct, or the 

-“auscultatory gap”’ occurs. Pressure in the sphygmo- 
manometer must be raised rapidly and decreased slowly. 
The mercury column must be vertical, but need not be at 
the heart level; the meniscus should be opposite the 
observer’s eye. Preliminary determination of the systolic 
pressure by palpation is advantageous; the resulting 
figure is usually lower than that obtained by auscultation, 
but in infants this may be the only feasible method. In 
the average individual there appears to be little significant 
difference between the pressures in the two arms, but it 


CARDIOVASCULAR DISORDERS 


is suggested that when a new patient is examined for the 
first time, and whenever unexplained hypertension is 
found or an anomaly of the large arteries is suspected, 
both should be recorded. 

The index of diastolic blood pressure now recom- 
mended is the complete disappearance of the sounds 
with continued deflation below systolic pressure, and not 
the point at which they become muffled, which occurs at 
a pressure on the average some 5 to 10 mm. Hg higher. 
The former is held to be more precisely determinable, 
giving greater uniformity among different observers and 
therefore providing a more reliable standard. The level 
at which muffling occurs should only be accepted as the 
diastolic blood pressure in certain hyperdynamic con- 
ditions, such as aortic incompetence, thyrotoxicosis, 
anaemia, and occasionally in normal health where no 
cessation of sounds occurs on reducing the cuff pressure 
to zero. 

[The authors constituted a’Committee appointed by 
the American Heart Association to revise their standards 
for blood-pressure readings. In many of its features 
their report differs little from the joint recommendations 
made 12 years ago by the Committees of the Cardiac 
Society of Great Britain and Ireland, and the American 
Heart Association, in which a standard technique for the 
measurement of arterial blood pressure was defined.] 

J. L. Lovibond 


586. Emotions and Symptoms in Essential Hypertension 
J. HamBuinG. British Journal of Medical Psychology 
[Brit. J. med. Psychol.) 24, 242-253, 1951. 28 refs. 


The relation between their life situation and the 
occurrence of symptoms was explored in 50 patients 
with essential hypertension; there were 40 women and 
10 men, and 6 case records are given in detail. It was 
found that the early symptoms, in every case, were the 
mental and physical manifestations of anxiety; the onset 
of symptoms could be traced to disturbing events in 
every case but one. The dominant emotional states at 
the time of onset, in order of frequency, were: resentment 
over domination by a parent, sibling, employer, or spouse 
on whom the patient was emotionally dependent; alarm 
and resentment at being deserted by a supporting figure 
through death, infidelity, remarriage; resentment against 
a dependent husband, or against a child who failed to 
become a support for the patient; resentment of a 
pregnancy which represented a tie to a dominating 
husband. 

A basic character structure common to the whole 
series is outlined: the patients behaved as though the 
environment were dangerous, and they constantly sought 
a secure attachment to a stronger person who visibly 
dominated the environment. Character in these patients 
is organized to avoid anger, to neutralize guilt over de- 
structive thoughts, to gain constant reassurance of their 
worth from their environment, and to preserve an 
effective dependence upon a stronger figure than them- 
selves. Anxiety breaks out when the character defences 
fail to deal with anger and guilt, and when the drive for 
security fails in its object or is cheated of it. It is im- 
possible for the patient to feel anger without becoming 
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anxious lest he lose control of himself, or to express anger 
without suffering remorse and fear of punishment. It is 
suggested that arterial hypertension is a somatic expres- 
sion of pent-up inner rage; support for this view is 
provided by the observation that resentment at interview 
was accompanied by a rise in blood-pressure. Hyper- 
tensive encephalopathy may be, in certain cases, the 
end-result of rage which is denied outlet in action. 
Desmond O’ Neill 


587. Combined Systemic and Pulmonary Hypertension. 
(Die kombinierte essentielle Hypertonie im grossen und 
kleinen Kreislauf) 

H. MERKEL. Miinchener Medizinische Wochenschrift 
[Miinch. med. Wschr.] 93, 958-959, May 11,1951. 3 refs. 


The author describes 2 cases in which the symptoms 
and signs of Ayerza’s disease were present and in which 
at necropsy there was found gross right ventricular hyper- 
trophy with only slight hypertrophy of the left ventricle. 
Atheroma was present in the pulmonary arteries, but no 
significant changes were found in the pulmonary 
arterioles. The occurrence of pulmonary hypertension 
analogous to, but independent of, systemic essential 
hypertension is postulated. G. Schoenewald 


588. Malignant Hypertension following the Administra- 
tion of Cortisone in Periarteritis Nodosa 

T. EHRENREICH and E. V. OLMSTEAD. Archives of 
Pathology { Arch. Path., Chicago] 52, 145-154, Aug., 1951. 
3 figs., 21 refs. 

589. The Pathogenesis of Hypertensive Disease. 
(TlaroreHes 6one3Hn) 


A. L.. Myasnikov. Aaunuyecxan Meduyuna [Klin. 


Med., Mosk.) 29, 26-32, No. 9, 1951. 


Modern medicine draws a sharp distinction between 
essential hypertension and symptomatic hypertonia. 
The pathogenesis of the former cannot be rightly under- 
stood without a study of the nature of other forms of. 
hypertension. The most important of the latter is the 
renal form, met with not only in nephritis, but also in 
other renal diseases such as cystic disease, infarction, and 
compression or occlusion of the renal arteries. The 
production of renin under conditions of renal ischaemia, 
and the production of hypertensin by combination of 
renin with globulin, have been confirmed by experiment. 
In the U.S.S.R. Andreev and Vadkovskaya have pro- 
duced prolonged rises in the arterial pressure of dogs 
up to 150 mg. Hg by single injections of 5 ml. of renin, 
and repeated injections have resulted in a permanent 
elevation of blood pressure. Kovaleva claims to have 
proved that renin acts upon the nervous receptors of the 
arterial walls. Renin injected into the lumen of an 
isolated arterial segment causes a rapid rise in pressure, 
‘nough none enters the main circulation; this rise is 
‘nhibited by previous injection of procaine. 

Another group of hypertonias are those due to 
cerangement of the endocrine system, especially the 
pituitary, adrenals, and sex glands. This includes hyper- 


tension associated with Cushing’s syndrome, acromegaly, 


phaeochromocytoma, the climacteric, and fibroids. Yet 
another group occurs in midbrain and medullary tumours, 
inflammation, or trauma. In all these forms of hyper- 
tonia the vasopressor centre is stimulated either by reflex 
action or by hormones. 

In essential hypertension no pathological changes can 
be detected in the early stages; later the only structural 
change is in the vascular walls. Hence in the early stages 
it is a typical “* functional” disease. The fundamental 
factor in its development is long-continued, frequent or 
recurrent internal stimuli, reaching the higher nerve 
centres through the “ analysing system” and creatin 
foci of irritation in the cortex and subcortical nuclei, 
especially those controlling vascular tone. From this 
point of view, essential hypertension is a special form of 
reactive neurosis—a disturbance of the interacting pro- 
cesses of stimulation and repression. 

In what way, then, does neurosis accompanied by 
hypertension differ from neuroses in which hypertension 
is absent? Experiments on animals and man have shown 
that psycho-emotional stimuli cause in some individuals 
a rise in blood pressure which does not occur in others. 
It is a question of the whole personality. Speransky was 
able to distinguish three groups, one of which reacted to 
such stimuli predominantly by processes of stimulation, 
another reacting by inhibitory processes, and a third 
*““ mixed” group; no group showed more tendency to 
hypertension than another, but the hypertensive reactors 
in the first group responded best to treatment by pheno- 
barbitone, whereas those of the second group responded 
best to chloral hydrate. 

In dealing with the role of the kidney in essential 
hypertension the author quotes the work of Ratner and 
Ivanova. Using new methods of measuring the renal 
blood flow, these observers found that when the general 
arterial pressure rises the renal blood supply falls, and 
vice versa; renal ischaemia in hypertension is reversible 
in the absence of arteriosclerosis. Vasodilatation by 
phenobarbitone, chloral hydrate, or magnesium sulphate 
led to an increase in renal blood flow. Vadkovskaya 
studied the blood content of renin in patients with 
essential hypertension and found it only in the later 
stages, and then not constantly. The present author 
regards these findings as proving that essential hyper- 
tension, starting as a functional disease in response to 
emotional stimuli in susceptible persons, causes renal 
ischaemia whereby renin may serve to maintain the hyper- 
tension until a renal arteriolosclerosis produces an ir- 
reversible condition. 

[This interesting paper summarizes the views held in 
the U.S.S.R. on essential hypertension, or hypertensive 
disease. The author is careful to repudiate any sug- 
gestion of belief in an inherited genetic basis for the 
disease.] L. Firman-Edwards 


590. The Effects of Twenty Degree Head-up Tilt upon 
the Cerebral Circulation of Patients with Arterial Hyper- 
tension before and after Sympathectomy 

J. H. HAFKENSHIEL, C. W. CRUMPTON, H. A. SHENKIN, 
J. H. Moyer, H. A. ZinteL, H. WENDEL, and W. A. 
JerFeRsS. Journal of Clinical Investigation [J. clin. Invest.] 
30, 793-798, Aug., 1951. 11 refs. 
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Disorders of the Blood 


591. Intravenous Treatment of Pernicious Anemia with 
Citrovorum Factor (Leucovorum) 

L. M. Meyer, W. C. L. DieFenBAcnH, and C. M. BRAHIN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N. Y.)| 78, 119-121, Oct.. 
1951. 2 figs., 5 refs. 


The authors report on the treatment of 2 cases of 
pernicious anaemia with citrovorum factor by intravenous 
injection in doses of 3 mg. daily. In both cases, they 
state, there was satisfactory clinical improvement. In 
1 patient with an initial low blood count there was a 
suboptimal rise in reticulocyte and erythrocyte count 
- and in haemoglobin level. Administration of the same 
dose intramuscularly induced a normal blood count. In 
the second case the initial erythrocyte count was 2,800,000 
per c.mm. and the haemoglobin level was 11-5 g. per 
100 ml. There was no rise in reticulocyte count, but the 
erythrocyte count and haemoglobin reached a satisfactory 
level at the end of 68 days. Neither patient showed 
changes in the central nervous system during a 4-month 
period of treatment, though the authors state that they 
have seen rapidly developing signs after 3 months’ oral 
treatment with 6 mg. of citrovorum factor daily. 

Janet Vaughan 


592. The Role of Complement in Sedormid 
J. F.AckKroypb. Clinical Science (Clin. Sci.] 10, 185-207, 
1951. 1 fig., 7 refs. 


(allyl-isopropyl-acetylcarbamide) pur- 
pura is due to platelet lysis and thrombocytopenia. 
Four factors are necessary for this reaction: sedormid, 
complement, serum from an affected individual, and 
blood platelets. It is concluded that sedormid probably 
combines with blood platelets to produce an antigen, and 
that the thrombocytopenia results from platelet lysis, 
which takes place in the interaction of this. platelet— 
sedormid antigen, the antibody, and complement. It is 
suggested that capillary endothelial cells react in a similar 
manner to the platelets and suffer in a like fashion, thus 
leading to increased capillary permeability and contri- 
buting to the purpura. A. Brown 


593. Evaluation of Radiophosphorus Therapy in Primary 
Polycythemia 

C. F. Stroeset, B. E. HALL, and G. L. Pease. Journal 
of the American Medical Association [J. Amer. med. Ass.]} 
146, 1301-1307, Aug. 4, 1951. 7 refs. 


A review is given of 199 cases of polycythaemia treated 

‘ with radiophosphorus at the Mayo Clinic in the 8-year 
period to December 31, 1949. From the history and 
records of the cases before treatment with radiophos- 
phorus and of 32 additional cases treated by other means 
the pattern of syndrome of polycythaemia was evaluated. 
The treated cases underwent venesection, 500 ml. of 
blood being withdrawn each time until the haematocrit 


was 55% or less. They were then given a course of 
intravenous injections of radioactive dibasic sodium 
phosphate at intervals of 6 to 8 weeks until a haemato- 
logical remission was obtained. Of the total cases 148 
were considered suitable for study. In 112 of these 
treatment was a success in that a remission of over 1 
year’s duration was obtained. Another 7 showed 
similar remission but developed anaemia, leukaemoid re- 
action, and even leukaemia; 28 failed to remit satisfac- 
torily, and in 4 of these there were haematological com- 
plications. Four cases of acute fulminating leukaemia 
were seen after treatment with 32P (<14 mc.). There 
was | case of chronic myelocytic leukaemia and 7 cases 
of anaemia with leukaemoid reactions. Altogether 22 
of the patients have died, but only 7 of these died from 
cardiovascular causes. 

From the analysis it was concluded that treatment 
with 32P was most successful in cases of simple poly- 
cythaemia without leukaemoid or cardiovascular com- 
plications, and that as a result of such treatment the 
liability to cardiovascular accident in the first decade of 
the disease is probably considerably reduced. 

John F. Loutit 


594. Mbonocytic Leukaemic Chloroma (or Chlororeti- 
culosarcoma). (Cloroma (0 clororeticolosarcoma) leu- 
cemico monocitico) 

F. Romeo. Clinica (Clinica, Bologna] 13, 71-93, 1951. 
18 figs., bibliography. 


The literature of chloroma is reviewed and a case of 
monocytic leukaemic chloroma in a man aged 19 years 
is described. The blood picture showed severe anaemia; 
there were 24,500 leucocytes per c.mm. of which 78% were 
monocytoid cells. In the bone marrow 71% of the cells 


“were monocytic, corresponding to the paramyeloblasts 


described by Naegeli. At necropsy chloromatous masses 
in close relationship to the sternum, ribs, and spine were 
found. Histologically these showed many histioid cells, 
and these cells were also present in the liver, spleen, bone 
marrow, and lymph nodes. Photomicrographs of sec- 
tions of these organs are reproduced. : 
The author believes that monocytes are produced by 
the reticulo-endothelial system, and that monocytic leuk- 
aemia and erythraemic myelosis are disorders of this 
system. He suggests on histological grounds that 
tumours associated with these disorders should be 
designated as chlororeticulosarcoma when they show the 
typical greenish colour. A classification of chloroma 
corresponding to the main types of leukaemia is proposed. 
E. Neumark 


595. The Life Span of the Red Blood Cell in Chronic 
Leukemia and Polycythemia , 
N. I. BERLIN, J. H. LAwrReENcE, and H.C. Lee. Science 


[Science] 114, 385-387, Oct. 12, 1951. 2 figs., 11 refs. . 
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Respiratory Disorders 


596. Cough Fracture 
J. B. MITCHELL. British Medical Journal (Brit. med. J.] 
2, 1492-1493, Dec. 22, 1951. 2 figs., 20 refs. 


** Cough fracture ’’ of the ribs was found in 14 out of 
106 patients referred to the Cambridge Chest Clinic with 
symptoms of pleural pain. In all cases vigorous coughing 
occurred before the onset of the pain, which was sudden 
in 5 cases; in 3 others it was an ache which suddenly 
became severe. The remaining 6 patients complained of 
gradually developing pain. The pain was severe in 11 
out of 14 cases and was worse on breathing or coughing, 
being referred to the segment corresponding to the frac- 
tured rib. Holding the side or avoiding movement was 
mentioned as giving relief. Local signs were found in 
only | patient, who had a pleural rub 48 hours after the 
onset of pain. 

The difficulty in radiological diagnosis is stressed. 
In no case was the fracture conspicuous, and in all cases 
it would have been overlooked unless specially sought. 
Only in 6 was it visible in standard films, and in 4 of 
these the evidence was insufficient without further con- 
firmation later. The remaining 8 cases were diagnosed 
by means of oblique views. 

The author points out that “ cough fractures *’ are not 
as rare as previously thought, but special radiological 
methods and care are needed for their diagnosis. 

I. McLean-Baird 


597. Cough Fracture of the Ribs Unassociated with Pul- 
monary Tuberculosis 

N. WyNN-WILLIAMS. British Medical Journal [Brit. med. 
J.] 2, 1494-1496, Dec. 22, 1951. 16 refs. 


** Cough fracture’ of the ribs was found in 9 out of 
2,431 new patients examined at the Bedford Chest Clinic. 
The age of the patients varied from 22 to 73 years, and 
pain Was present in allcases. In only 3 cases was the pain 
of sudden onset, and in 3 othets tenderness was demon- 
strated over the area of the fracture. The 6th to 11th 
ribs were implicated, and 3 fractures occurred in the 
posterior third of the rib. The diagnosis was confirmed 
by a postero-anterior radiograph of the chest in 3 cases: 
in 1 case the fracture was visible, but not recognized 
until after callus formation. Four cases were only 
diagnosed months later by the presence of callus forma- 
tion, and reference to the first radiograph showed no 
evidence of fracture. A radiological diagnosis, in the 
author’s experience, is often not made until months after 
the fracture has occurred. 

The cases in the present series were not associated with 
any specific pulmonary disease, but cough was present 
in all, thus differing from cases of fracture of the first rib 
in which there is no cough. The differing views regarding 
the mechanism of production of cough fracture are dis- 
cussed. In differential diagnosis dry pleurisy and Born- 
holm’s disease must be excluded. I. McLean-Baird 


598. Pulmonary Complications of Cardiospasm 
A. S. BREAKEY, C. T. Dotter, and I. STEINBERG. New 
England Journal of Medicine [New Engl. J. Med.] 245, 
441-447, Sept. 20, 1951. 5 figs., bibliography. 


Up to January 1951, the authors could find detailed 
reports of only 46 cases of cardiospasm with pulmonary 
complications. They add 17 more from various New 
York hospitals. [The case histories are summarized in — 
such a way that it is impossible to reconstruct the main 
details which one would like to know.] 

The average age at the time of diagnosis was 40 years, 
with a range from 6 to 82 years. There were 27 men 
and 35 women (the sex in one case was not stated). 
In 25 patients the pulmonary complication led to the 
presenting complaint, and the symptoms due to cardio- 
spasm were minimal or absent. In 11 patients the 


cardiospasm and pulmonary complications apparently 


developed together. In the remaining 27 patients dys- 
phagia preceded the pulmonary symptoms by periods 
ranging from 2 months to 32 years (average 8 years). 
In the 28 patients with a localized lung lesion the right 
upper lobe was involved 12 times, the right lower lobe 
8 times, the right middle lobe 5 times, and the left upper 
lobe 3 times. In 20 patients both lungs were involved. 
In only 29 of the 63 cases is there any record that acid-fast 
bacilli were looked for. Tubercle bacilli were found in 
3 cases and “‘ non-pathogenic saprophytic bacilli” in 5 
others. Patients have been known to spend months or 
years in sanatoria owing to a mistaken diagnosis of 
tubercle. On the other hand, it seems possible that true 
pulmonary tuberculosis clears up after treatment of the 
oesophageal obstruction. Denys Jennings 


599. Haemorrhagic Bronchitis in Relation to Hilar 
Lymphadenopathy. (La bronchite emorragica in rap- 
porto ad adenopathia ilare) 

V. MIADONNA. Giornale Italiano della Tubercolosi [G.~ 
ital. Tuberc.] 5, 278-282, July-Aug., 1951. 11 figs., 
9 refs. 


Many cases of haemoptysis of undiagnosed origin may 
be due to a haemorrhagic bronchitis secondary to hilar 
lymph adenopathy. The author describes 3 cases in 
which this process was probably responsible. 


M. Daniels 
600. Bronchiectatic Aspergilloma. (L’aspergillome 
bronchectasiant) 
O. Monop, G. Peste, and —. SEGRETAIN. Presse 


Médicale [Pr. méd.] 59, 1557-1559, Nov. 21, 1951. 
11 figs., 1 ref. 


A series of 9 cases of intrabronchial mycetoma, to 
which the authors have given the name “ bronchiectatic 
aspergilloma”’, provides the basis of a description of the 
pathology, clinical picture, and treatment of this con- 
dition. 
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The lesion is solitary and always in the apex of a lobe, 
usually the upper. The containing bronchus is greatly 
dilated, but not invaded and not completely occluded. 
Repeated haemoptysis is the only symptom, and infection 
distal to the mass does not occur. 
is secreted. Radiography shows a round or almond- 
shaped opacity which is surmounted by a thin crescent 
of air. Aspergilli may be found in the sputum. Treat- 
ment is by lobectomy or segmental resection. 

; S. F. Stephenson 


601. An Explanation of the “‘ Primary Atypical Pneu- 
monia ’’ Syndrome 

P. W. RoBerTSON and K. D. F. More. British Medical 
Journal (Brit. med. J.] 2, 994-998, Oct. 27, 1951. 1 fig., 
29 refs. 


The authors have studied 500 cases at a Royal ru 
Force recruiting depot, in which the symptoms and 
results of radiological and pathological investigation 
- have resembled those of the “ primary atypical pneu- 
monia syndrome”. They conclude that all cases in 
their series, and most cases grouped under this unsatis- 
factory title, are in fact due to aspiration pneumonia 
associated with upper respiratory tract infection. They 
point out that the symptoms in the cases examined were 
the same as those generally reported for “ primary 
atypical pneumonia”, as were also the course and 
clinical pathology. Radiologically the two lesions are 
identical. In the series examined the condition always 
followed upper respiratory tract infection, and signifi- 
cantly the lesions were always in dependent broncho- 
pulmonary segments. On occasion pulmonary lesions 
developed in patients in bed with upper respiratory tract 
infection, and in 5 cases right middle lobe lesions were 
noted in patients who lay or sat inclined to the right. 
They found that cases most often occurred after severe 
exercise, which produced gasping respiration that might 
lead to inhalation of infected material. They give 
reasons why most cases of “ primary atypical pneu- 
monia”’ are unlikely to be caused by a virus and, in 
' view of their findings, suggest that in most patients the 
best treatment will be by postural drainage and physio- 
therapy. Antibiotics should not be used as a general 


measure “* to combat the virus of atypical pneumonia ”’. 


T. M. Pollock 


602. Pneumonia in West London, 1949-1950 

J. W. Crorron, J. W. Fawcett, D. G. James, J. G. 
SCADDING, A. D. MAcRAE, and B. P. MARMION. British 
Medical Journal (Brit. med. J.] 2, 1368-1374, Dec. 8, 1951. 
1 fig., 17 refs. 


Detailed laboratory studies were carried out in 110 
cases of pneumonia admitted to Hammersmith Hospital, 
London, during a 12-month period in 1949-50, in order 
to identify the infecting agent. All patients were included 
in whom a confident clinical diagnosis of pneumonia was 
made, whether before or after admission and whether or 
not chemotherapy had already been started. Only those 
_ whose illness was determined by heart failure or by 
bronchial carcinoma were excluded. In 29 cases the 
pneumonia was pneumococcal, in 10 staphylococcal, in 


Possibly an antibiotic 


4 tuberculous, and in 10 it was associated with significant 
cold agglutinin titres; 2 patients had Q fever, and in 3 
there was evidence suggesting psittacosis. The infecting 
agent was not identified in 52 patients, 21 of whom had 
had chemotherapy before admission. Scattered through 
all these groups were 11 patients who showed sero- 
logical evidence of recent infection with the virus of in- 
fluenza B. 

Of the 10 patients who died, only 2 were under 60. 
Of the 10 patients with staphylococcal pneumonia, 4 died, 
and in 3 of these the pneumonia was lobular. . Pleural 
effusions requiring aspiration developed in 10 cases, the 
pneumonia being lobar in each, and pneumococcal in 3; 
2 patients developed an empyema, and both required 
surgery. One patient developed acute nephritis 3 weeks 
after a pneumococcal lobar pneumonia. The cases of 
virus pneumonia ran true to type. (Details of the virus 
investigations are to be published separately.) 

Maxwell Telling 


603. Aureomycin, Chloramphenicol, and Penicillin in 
Treatment of Bacterial Pneumonia 

H. F. Fiurpprn, W. V. Matteucci, N. H. SCHIMMEL, 
and W. P. Bocer. Journal of the American Medical 
Association [J. Amer. med. Ass.] 147, 918-921, Nov. 3, 
1951. 


A total of 93 patients with bacterial pneumonia, ad- 
mitted to the Philadelphia General Hospital during the 
winter of 1949-50, were divided into 4 therapeutic groups, 
which were respectively treated with aureomycin (29 


patients), chloramphenicol (22 patients), oral penicillin. 


(17 patients), and intramuscular penicillin (25 patients). 
[The method of allocation to the groups is not stated.] 
The 4 groups were of comparable composition except 
that a larger proportion of those treated with intra- 
muscular penicillin were over 60 years of age. Pneumo- 
cocci were isolated from 60 of the 93 patients, blood 
culture being positive in 8 cases. Aureomycin was given 
in an initial dose of 0-5 g. followed by 0-25 g. 6-hourly; 
chloramphenicol in an initial dose of 1 g. followed by 
0-5 g. 6-hourly; oral penicillin in an initial dose of 
500,000 units followed by 250,000 units every 12 hours. 
Those treated with intramuscular penicillin received daily 
300,000 units of procaine penicillin combined with 
100,000 units of soluble penicillin and followed by 
300,000 units of procaine penicillin. 

In the series as a whole there were 9 deaths—6 among 
patients given intramuscular penicillin (3 in moribund 
patients within a few hours of admission), 2 among 
those on oral penicillin, and 1 among those given 
chloramphenicol. Temperature response was more 
rapid with penicillin given by either route than with 
aureomycin or chloramphenicol, and secondary rises in 
temperature were not uncommon in the last 2 groups. 
Serum levels of aureomycin and chloramphenicol were 
well above the concentrations necessary to inhibit pneu- 
mococci in vitro; with oral penicillin detectable levels 
were present for 10 to 12 hours each day. 

The authors regard the response to all four forms of 
therapy as adequate, but suggest that penicillin is the 
best drug owing to the more rapid response of the 
fever. 
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[The mortality appears unfavourable to penicillin treat- 
ment, but this is not commented upon. Is this because, 
in fact, the more severe cases were given penicillin?] 

John Crofton 


604. The Effect of Antibiotics (Penicillin, Aureomycin, 
and Terramycin)' on the Fatality Rate and Incidence of 
Complications in Pneumococcic Pneumonia. A Compari- 
son with Other Methods of Therapy 

H. F. DowLinc and M. H. Lepper. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 222, 396-403, 
Oct., 1951. 4 figs., 17 refs. 


In this paper from the Department of Preventive 


Medicine, University of Illinois, the authors report 
the results of treatment in 2,194 patients over 10 years 
of age suffering from pneumococcal pneumonia. In 
1,274 patients treated with sulphonamides the fatality 
rate was 12-3%, compared with 5-1% in 920 cases treated 
with penicillin, aureomycin, or terramycin. In the latter 
group the fatality rate over the age of 59 years was 15%. 
In the sulphonamide-treated group both age and the 
presence of bacteriaemia were of significance. In the 
group treated with antibiotics bacteriaemia was an 
important prognostic sign in patients under the age of 
50, but above this age the presence of complicating 
disease, and possibly impaired defence mechanisms due 
to ageing, were more significant factors. Promptness 
of treatment improved the prognosis for both groups, 
but over 60 years of age sulphonamides were much less 
effective when started late. With Type III pneumo- 
coccus infection there was only a slightly higher fatality 
rate in the antibiotic-treated group when the age factor 
was excluded. Bacterial complications occurred in 3-2% 
of the antibiotic-treated group, compared with 6:8% in 
that treated with sulphonamides. The incidence of 
delayed resolution and uninfected pleural effusion was 
essentially the same for both groups. The authors stress 
the importance of early diagnosis and vigorous treatment 
with antibiotics of pneumococcal pneumonia in the older 
age group and in patients with chronic disease. 
I. Ansell 


605. The Treatment of Clinical Pneumonia with Anti-— 


biotics 

MEDICAL RESEARCH COUNCIL ANTIBIOTICS CLINICAL 
TRIALS Committee. British Medical Journal (Brit. med. 
J.] 2, 1361-1365, Dec. 8, 1951. 7 refs. 


Whereas the efficacy of the sulphonamides and of 
penicillin in the treatment of pneumonia is well estab- 
lished and familiar to all, much less information is 
available concerning that of the newer antibiotics, aureo- 
mycin and chloramphenicol. A trial was therefore 
carried out at 4 centres (2 in London, 1 in Sheffield, and 
1 in Glasgow) to compare the results of treatment with: 
(1) aureomycin in an initial dose of 2 g., then 1 g. 6- 
hourly until the temperature had been normal for 24 
hours, follawed by 0-5 g. 6-hourly for as long as was 
deemed necessary; (2) chloramphenicol in similar 
dosage; and (3) penicillin or sulphonamides, alone or 
combined, as the physician fancied and in whatever 
dosage he might wish. The initial diagnosis of pneu- 


monia was always clinical, the usual criteria being 
adopted, and in most patients it was confirmed radio- 
logically. Cases in which the initial diagnosis proved 


_ incorrect were rejected from the series. Bacteriological 


control was strict. Altogether 173 men and 94 women 
were treated, the method of treatment being decided by 
random allocation. The three groups contained respec- 
tively 85, 96, and 86 patients, and were found to be fully 
comparable with regard to age, sex, site, duration, and 
severity of the disease. 

From an analysis of the results the general conclusion 
is drawn that as an all-round weapon for the treatment 
of clinical pneumonia penicillin is at least as good as 
aureomycin or chloramphenicol, and may even be better. 
The merit of sulphonamide therapy alone was not 
assessed, but it is pointed out that Anderson (Edinb. med. 
J., 1948, 55, 705) has shown it to be as effective as 
penicillin in pneumococcal pneumonia. The difference 
in cost is striking: the average total dosage of aureo- 
mycin was 26 g., costing £10 1s. 6d.; of chloramphenicol 
23 g., costing £8 15s. 11d.; and of penicilling 7 mega 
units, costing 18s. 114d. The clinical results suggest that 
aureomycin and chloramphenicol (or streptomycin) 
should be reserved for those cases which fail to respond 
to penicillin or sulphonamides, or in which a penicillin- 
resistant micro-organism is demonstrated. 

Several points of interest should be noted. Of 19 
patients “* desperately ill” on admission, 16 were known 
to be chronic bronchitics. Of the 19 patients who died, 
7 were under 60 and 12 were 60 or over; 17 were chronic 
bronchitics. Several patients were given penicillin by 
mouth, and the results in these cases suggest that this 
method is quite inadequate. The pneumonia was pneu- 
mococcal in 73% of cases, and probably bacterial in a 
further 15%; virus infections were notably few. Peni- 
cillin was found to be much less toxic than the other 
antibioti¢s. Maxwell Telling 


606. Aureomycin in the Treatment of Pneumonia 

M. B. Eapig, N. R. Grist, and J.B. LANDSMAN. British 
Medical Journal [Brit. med. J.] 2, 1365-1367, Dec. 8, 
1951. 2 figs., 3 refs. 


The authors have attempted to assess the respective 
merits of aureomycin and of penicillin, given by mouth, 
in the treatment of pneumonia. Patients admitted to 
Knightswood Hospital, Glasgow, with a clinical diagnosis 
of pneumonia were allocated alternately to two groups: 
(1) treated with aureomycin, 1 g. initially, followed by 0:5 g. 
6-hourly for 3 to 5 days to a total dose of 7 to 10 g. (40 
patients); and (2) treated with an initial dose of 80,000 
to 100,000 units of penicillin, and then 20,000 to 60,000 
units every 3 hours to a total dose of 1:5 to 3-0 mega 
units. The two groups were found to be fully com- 
parable in all relevant respects. No material difference 
was found between the efficacy of oral penicillin and 
aureomycin in the treatment of pneumonia. As the 
danger of co-existing cardiovascular disease demands 
that the infection be controlled rapidly, the authors do 
not consider the oral route suitable for initial treatment 
in pneumonia. They state that “it seems desirable to 
emphasize that sulphonamides or penicillin will provide 
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adequate chemotherapy ”’, no support having been found 
for the view that aureomycin is more effective in the 
average case of pneumonia. Maxwell Telling 


607. Mechanics of Airflow in Health and in Emphysema 
H. DayMaANn. Journal of Clinical Investigation [J. clin. 
Invest.) 30,:1175-1190, Nov., 1951. 9 figs., 15 refs. 


In emphysema inspiration is relatively unimpeded, 
whereas not only is expiration impeded and incomplete, 
but the obstruction is aggravated by increasing the 
expulsive force, thus suggesting a check-valve type of 
obstruction. The method of Neergaard and Wirz (Z. 
klin. Med., 1927, 105, 51) was used to provide a con- 
tinuous record of pleural pressure and rate of outflow. 
From these, lung tension and pulmonary pressure can be 
estimated. Observations were made on 5 patients with 
normally functioning lungs, 1 with chronic bronchitis, 
1 with isolated pulmonary bullae, and 4 with advanced 
‘generalized obstructive emphysema. 

' Results showed that during expiration intrathoracic 
airways behave as check valves, and that although a 
slight tendency in this direction is detected in health, 
this remains small because the airways subjected to the 
greatest stress are protected from collapse by cartilage, 
the resistance to airflow in the normal thoracic airways 
is slight, and a healthy person ventilates the lung within 
a range of lung tension which permits adequate expiratory 
airflow without resort to positive pleural pressure. In- 
trinsic obstruction of the airways produces a greater fall 
than normal in pressure along the course of the obstructed 
airway and a need for greater pulmonary pressure to 
produce a given rate of outflow. Both these circum- 
stances increase the tendency for the intrathoracic airways 
to act as check valves, so producing expiratory impedance, 
premature arrest of expiration, and an increased amount 
of residual air. Loss of lung tension with only’slight or 
absent obstruction may occur as a sequel to bronchial 
asthma where the bronchial factor has ceased but a 
crippling emphysema remains. Although the bronchioles 
are patent, their delicate structure and the gaping holes in 
their circumference would result in a situation in which 
expiratory air under low external pressure would be con- 
ducted, but any attempt to increase airflow would in- 
evitably lead to narrowing. A second form of emphy- 
sema in which the unsupported bronchiole plays a part, 
regardless of intrinsic obstruction, is that complicating 
fibrosis of the lung. R. Hodgkinson 


608. Adaptation to Anoxia in Chronic Pulmonary 
Emphysema 

R. H. Witson, C. W. Borpen, and R. V. EBERT. 
Archives of Internal Medicine [Arch. intern. Med.} 88, 
581-590, Nov., [951. 22 refs. 


_ Sufferers from severe pulmonary emphysema, in con- 
trast to residents at high altitudes and people with 
cyanotic congenital heart disease, only rarely show an 
increase in haemoglobin level or erythrocyte count; nor 
is there any evidence of increased activity of their bone 
marrow. In these cases the mean corpuscular volume 
of the erythrocytes is, however, constantly increased. 


‘The reason for this apparent failure of adaptation to 


anoxia on the part of emphysematous subjects is not 
clear, but the authors suggest that the almost invariable 


_ accompaniment of chronic bronchial infection, which 


sometimes may even produce mild anaemia, is the 
explanation. Occasionally patients with emphysema do 
in fact show a marked polycythaemia, but this seems to 
occur only when there is right-sided cardiac failure. 
Price—Jones (J. Path. Bact., 1921, 24, 326) suggested that 
the observed increase in mean corpuscular volume of the 
erythrocytes in emphysematous subjects was due to 
retention of carbon dioxide. The present authors* 
findings do not confirm this, and they suggest that this 
effect is in fact a response to anoxia. 

During the course of their researches the authors gave 
oxygen to their emphysematous patients and confirmed 
the findings of other workers of a resultant increase in 
the carbon dioxide tension and a lowered pH of the 
arterial blood. They point out that this effect may lead 
to an uncompensated respiratory acidosis, and empha- 
size the need for caution in giving such oxygen therapy. 
The symptoms of emphysema arise not so much from 
anoxia as from the limitation of maximum breathing 
capacity and from the increased work required to ventilate 
the lungs. Oxygen therapy is therefore best kept for 
temporary episodes of severe anoxia due to acute pul- 
monary infections and for the treatment of patients with 
complicating right-sided heart failure; it should not be 
used as a regular thing for straightforward cases of 
emphysema. Patients with emphysema may have a 
normal or a raised cardiac output. There is no cor- 
relation between the cardiac output and the degree of 
anoxia present, and it seems more likely that a raised 
cardiac output, when’present, is the result of an increased 
blood volume due to right-sided cardiac failure. 

John Forbes 


609. Interlobar Serofibrinous Pleurisy. (Pleurésies in- 
terlobaires séro-fibrineuses) 

P. PRuvost, —. TEYSSIER, —. ISORNI, —. LEMERCIER, 
—. GosseT, and —. CELLERIER. Journal Francais de 
Médecine et Chirurgie Thoraciques [J. frang. Méd. Chir . 


_thorac.| 5, 401-420, 1951. 22 figs., 7 refs. 


A serous interlobar pleural effusion containing a pre- 
dominance of lymphocytes was seen in 7 patients with 
pleural pain; the patients’ ages ranged from 10 to 83 
years. The effusions were caused by recent tuberculous 
infection in 2 cases, and by probable tuberculous in- 
fection in 3. In one the effusion was associated with 
cardiac failure, and another patient developed an 
effusion after post-operative pulmonary infarction. 

The value in diagnosis of the lateral radiograph is 
demonstrated, as well as the various forms these effusions 
may take. They may be fork-like on the right when 
involving both the major and minor fissures, but are 
usually rounded in shape, this distinguishing them 
from segmental collapse. The shape, however, some- 
times suggests the presence of a tumour, making diagnos- 
tic aspiration necessary, but this problem in differential 
diagnosis is less likely to arise if the normal position and 
slope of the fissures are recognized. 

J. Robertson Sinton 
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610. Purpura of the Urogenital Tract 
K. W. Martin. British Journal of Urology [Brit. J. 
Urol.] 23, 233-249, Sept., 1951. 12 figs., 38 refs. 


Cases of haematuria of unknown origin, in which 
fullest possible investigations of the urogenital tract have 
failed to demonstrate an organic lesion in the kidney or 
ureter, may be due to isolated renal purpura, even in the 
absence of abnormal haematological findings. Such 
factors as personal or family history of drug hyper- 
sensitivity, food idiosyncrasies, or other manifestations 
of allergy may be the only clue to the origin of a unilateral 
haematuria. It may occur together with thrombo- 
cytopenic purpura or with anaphylactoid purpura, or 
as an entity without signs elsewhere. 

Three personal cases are described. In one patient, a 
woman aged 57, uncontrollable haematuria originating 
in the right kidney developed after she had taken tincture 
of iodine internally for several weeks. Nephrectomy was 
performed and the histology suggested a hypersensitivity 
reaction, although there were no purpuric lesions else- 
where. Another patient, a woman aged 31, had recur- 
rent attacks of haematuria secondary to cystitis and ac- 
companied by severe pain in the right loin. After long 


observation right nephrectomy was decided upon; the 


kidney showed no evidence of an inflammatory lesion, 
but there were multiple petechiae of the renal pelvis 
extending into the calices, The third patient, a man of 
63, suffered from an ascending Bacterium coli infection of 
the urogenital tract which, after 38 g. of sulphonamides 
had been given, became sensitive to chloramphenicol 
only. After admission he soon developed signs of a 
generalized purpura with rapidly extending purpuric 
skin lesions and intestinal and urinary haemorrhages. 
He died from uraemia. Necropsy revealed petechiae of 
the mucosa of the small gut; the surface of both kidneys 
showed many tiny haemorrhagic areas, and similar extra- 
vasations of varying size were seen in the renal pelvis, the 
ureters, and the bladder. Histological examination 
revealed, besides the expected changes, the presence of 
periarteritis nodosa in the arteries of the kidneys and 
the bladder. L. H. Worth 


611. Sodium Restriction and Cation Exchange Resin 
Therapy in Nephrotic Children 

F. M. Mateer, L. H. ERHARD, M. Price, F. A. WEIGAND, 
J. H. Peters, T. 8. DANowskKI, R. RARAIL, and L. GREEN- 
MAN. Journal of Clinical Investigation [J. clin. Invest.] 
30, 1018-1026, Sept., 1951. 3 figs., 27 refs. 


This paper is one of a series reporting extensive in- 
vestigations into the properties of a carboxylic cation 
exchange resin undertaken at the University of Pitts- 
burgh School of Medicine. The resin was administered 
in the hydrogen cycle to 20 healthy children in daily doses 
of 30 to 40 g. and to 4 oedematous nephrotic children, 
who were unable to take the full dosage and whose mean 
daily intake was 17°7 g. (S.D. 12-4.g.). When the sodium 


intake was negligibly low the resin did not increase the 
loss of sodium in the stools nor accelerate the loss of 
oedema fluid. On a diet containing sodium, however, 
the resin caused an appreciable increase in faecal sodium 
excretion. No trouble was encountered as a result of 
increased faecal potassium loss. G. M. Bull 


612. Outbreak of Acute Nephritis in Adolescent School- 
boys 

C. H. Kempe, R. W. Ovmstep, and E. C. CuRNEN. 
Pediatrics [Pediatrics] 8, 393-405, Sept., 1951. 1 fig., 
22 refs. 


The authors classify haematuria as ranging from + 
(the occurrence of 1 to 5 erythrocytes per high-power 
field) to +-+-+-+ (more than 15 erythrocytes per high- 
power field). Albuminuria, detected by boiling the 
acidified urine, is classified into groups ranging from -- 
(“ trace of cloudiness’) to ++-+-+ marked precipi- 
tation or solidification’). In the absence of haematuria, 
albuminuria of + and less was not considered to be 
abnormal. 

Four cases of acute nephritis occurred during the same 
month in one class of a school in New Haven, Con- 
necticut. The authors, using the classification indicated, 
found that of the 96 boys attending the school 21 (23%) 
had blood, or blood and albumin, in the urine—in many 
cases persisting for weeks. These findings were canfined 
to 2 of the 3 classes in the school; the most junior class 
had no case of haematuria or albuminuria. 

Since ‘*‘ many students of the disease have expressed 
the opinion that nephritis is, in some obscure manner, 
caused by haemolytic streptococcal infection’’, naso- 
pharyngeal cultures of all the boys in the school on the 
first day of the survey were taken; these were repeated a 
fortnight later on those boys who had haematuria, and 
on those whose cultures had shown haemolytic strepto- 
cocci on the first occasion. Of 85 boys 11 had positive 
cultures, the streptococci isolated belonging to 5 different 
groups. The distribution of positive cultures among 
boys with and boys without haematuria was not sig- 
nificantly different, and the authors suggest that these 
cultures may have been taken too late to detect organisms 
present at the time when the 4 boys who developed acute 
nephritis first became ill. The antistreptolysin O, anti- 
streptokinase, and antihyaluronidase titres were deter- 
mined in-17 of the boys with haematuria and in 20 boys 
without haematuria. The distribution of the titres in 
the 2 groups was similar. Again the authors make the 
suggestion that had they been able to carry out earlier 
estimations, so as to compare later ones with them, an 
increase in titre—a more significant finding—might have 
been demonstrated. 

The authors conclude by suggesting that clinically 
undetected episodes of acute nephritis—such as they 
postulate many of these boys had—may initiate “* chronic 
glomerulonephritis Helen Grant 


171 


ce) 
ot 
le 
lo 
e. 
at 
is 
d 
n 
le 
d 
i- 
n 
ig 
fe 
h 
[- 
of 
4 
d 
le 
h 
3 
iS 
h 
n 
iS 
n 
e 
n 
il 
d 
|| 


Endocrine Disorders 


613. Addison’s Disease with Associated Polyarthritis. 
An Aetiological Study of the Arthritis Syndrome 

J. E. CauGuey and J. E. McCoy. British Medical 
Journal [Brit. med. J.] 2, 1189-1191, Nov. 17, 1951. 
9 refs. 


The authors describe the case of a man of 58 who had 
the unusual combination of rheumatoid arthritis and 
Addison’s disease. He had had recurrent attacks of 
polyarthritis for 15 years and then, after a tuberculous 
infection of the hips, developed excessive weakness, 
anorexia, loss of weight, and bouts of vomiting. He had 
typical Addisonian pigmentation of the skin and mouth, 
with a low’serum sodium level and a very low 17- 
. ketosteroid excretion. When seen by the authors he 
had had no attack of polyarthritis for 2 years, but a 
further acute attack occurred after 15 days’ treatment 
with dedxycortone acetate (DCA), 10 mg. daily intra- 
muscularly, and sodium chloride, 6 g. daily. In spite of 
this treatment he entered into a state of crisis, which 
responded to cortisone, 300 mg. intramuscularly followed 
by 100 mg. daily and later 50 mg. daily. Five days after 
treatment with cortisone was begun the joint swellings 
subsided completely. 

Supplies of cortisone were intermittent and treatment 
with DCA and salt had to be resumed in the intervals. 
On 3 further occasions there was a relapse of the arthritis 
within 5 days of resuming treatment with DCA and salt, 
and on each occasion the joint condition again responded 
promptly to cortisone. Promethazine hydrochloride 
(“* phenergan ”’), 1 mg., was given daily at the same time 
as the DCA and salt on one occasion, but this did not 
prevent a relapse of the arthritis. 

The authors make the interesting comparison between 
._ the findings in this case and the work of Selye (Brit. med. 
J., 1949, 2, 1129), in which experimentally produced 
arthritis was aggravated by preliminary treatment with 
DCA and inhibited by cortisone. 

Robert de Mowbray 


614. Human Adrenal Cortex after Administration of 
ACTH and Cortisone. Morphological Changes 

W. M. O’DonneLL, S. S. FAFANS, and J. G. WEINBAUM. 
Archives of Internal Medicine [Arch. intern. Med.] 88, 
28-35, July, 1951. 


The authors studied the histology of the adrenal glands 
at necropsy in 14 cases treated with ACTH or cortisone 
at the University Hospital and St. Joseph’s Mercy 
Hospital, Ann Arbor, Michigan. Frozen sections were 
stained with sudan III, and paraffin sections with haema- 
toxylin and eosin. 

The earliest response to ACTH was a reduction of 
sudanophilic substance and hypertrophy of the cells of 
the outer portion of the zona fasciculata. After more 
prolonged stimulation there was a progressive reduction 
in lipid content in all layers of the cortex and hypertrophy 


of cells in the fascicular and reticular zones. Since 
sudan-stained lipids give some indication of storage and 
secretion of adrenal cortical hormones or their precursors, 
the association of lipid depletion and hypertrophy of 
cortical cells was evidence of increased secretory activity. 
In contrast with the hypertrophy of the fascicular and 
reticular zones there was a reduction in width of the zona 
glomerulosa, though some of the cells in this zone were 
hypertrophic, suggesting that the transformation of 
glomerulosa cells into fascicular cells had been ac- 
celerated. There was thus evidence that the zona 
glomerulosa is stimulated by ACTH in man, in contrast 
with the findings in certain other species. In 2 of the 
9 cases treated with ACTH the changes were interpreted 
as due to stress, since the dose of ACTH was inadequate, 
or the time-interval after treatment too long, to account 
for them. 

After prolonged administration of cortisone there was 
atrophy of the zona fasciculata and zona reticularis, 
while the zona glomerulosa appeared to have increased 
in width and its cells were of normal size. Sudanophilic 
material was present, though in reduced concentration. 
The accumulation of lipid in conjunction with cellular 
atrophy in the inner cortex was regarded as evidence of 
storage of adrenal steroids or their precursors. The 
resemblance of these changes to those seen in cases of 
hypopituitarism suggests that cortisone induces adrenal 
cortical atrophy by suppressing the secretion of 
ACTH. 

In 2 patients who died 17 and 51 days respectively after 
the last dose of cortisone there was evidence of a return 
to normal of cell size and lipid pattern, indicating that 
the cortical atrophy is reversible. 

Robert de Mowbray 


615. The Testis—V. Use of Testicular Biopsies in the 
Differential Diagnosis of Precocious Puberty 

E. H. Soper, R. C. SNIFFEN, and N. B. TALBor. Pediatrics 
[Pediatrics] 8, 701-716, Nov., 1951. 11 figs., biblio- 
graphy. 

The authors describe 8 cases of sexual precocity in 
boys in which testicular biopsy or necropsy material was 
examined to discover whether the histological appearance 
of the testis would be of help in establishing the cause of 
the condition. In 2 of the cases the precocity was 
diagnosed from associated metabolic disturbances as due 
to adrenal-gland disease. The remaining 6 patients were 
alike in their physical development, the age at onset of 
masculinization varying from birth to 4 years. 

It was found that the cases could be divided into 2 
groups. Four of the boys had true precocious puberty 
—1 complete and the other 3 incomplete—with no demon- 
strable lesion of the central nervous system. Thé 17- 
ketosteroid excretion was within normal limits, but no 
gonadotrophins were detectable in the incomplete cases. 
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Testicular biopsy showed tubular maturation and sper- 
matogenic activity of varying degrees, with large inter- 
stitial cells, in the incomplete cases. Some of these cells 
had granular eosinophilic cytoplasm and closely simulated 
the cells which develop in the interstitial tissue of eunu- 
choid patients in response to administration of chorionic 
gonadotrophin. In the case of complete precocious 
puberty the testis resembled the mature adult testis. 

The other group of 4 patients had pseudo-precocious 
puberty resulting from disease of the adrenal cortex. 
Abnormally large amounts of 17-ketosteroids were 
excreted, but assay for gonadotrophins was negative. 
Examination of testicular material showed, in contrast 
to the other group, no development of the interstitial 
cells. Development of the tubules had occurred, but 
there was only minimal germ activity. In 2 cases in this 
group cells resembling adrenal cortical cells, compressing 
and obliterating the pre-existing glandular tissue, were 
seen. Of the 4 patients 2 died—1 from carcinoma of 
the adrenal cortex, the other in an Addisonian-like crisis. 

A. Ackroyd 


EXPERIMENTAL ENDOCRINOLOGY 


616. The Eosinopenic Response to Cortisone and ACTH 
in Normal Subjects 

J. H. KELLGREN and O. JANus. British Medical Journal 
[Brit. med. J.] 2, 1183-1187, Nov. 17, 1951. 3 figs., 
10 refs. 


In this study of the eosinopenic response to cortisone 
and ACTH the number of circulating eosinophil leuco- 
cytes was estimated in a counting chamber by a modifica- 
tion of Dunger’s method in 4 healthy male subjects, aged 
32 to 43, under normal working conditions. Duplicate 
readings differed by +5% for counts of 100 per c.mm. or 
over, though with very low counts the error was greater. 

Morning counts were made between 9.30 and 10 a.m. 
They varied by up to 300% on different days in the 
same subject, and differed considerably as between the 
4 subjects. On control days the eosinophils were 
counted at 2-hourly intervals, and the mean fluctuation 
throughout the day was no more than 10% of the morning 
count in any subject, though occasionally there was an 
increase or decrease of about 40%. On other days 
ACTH or cortisone, in single doses of 2:5 to 100 mg. 
intramuscularly or 6-25 to 100 mg. orally respectively, 
was given immediately after the morning count. The 
fall in eosinophil count began within 2 hours and was 
pronounced at 4hours. With the higher doses the count 
continued to fall at 6 hours and was still low at 8 hours, 
whereas with the lower doses the count increased again 
at 6 hours and tended to return to the morning level or 
above after 8 hours. The 4-hour and 6-hour counts 
therefore gave the most information. Repeated in- 
jections of the same dose did not give strictly comparable 
curves of eosinophil response, which was not considered 
surprising in view of the spontaneous fluctuations of the 
eosinophil count already described. 

The responsiveness to ACTH and cortisone differed 
considerably as between the 4 subjects, and the response 


to ACTH differed from the response to cortisone in 2 of 
the subjects. The 2 who gave satisfactory eosinopenic 
responses to small doses of both hormones also showed 
a wide range of fluctuation in their morning counts, 
whereas the other 2, who were less responsive, showed 
smaller variations in their morning counts. 

An acute febrile stress was induced by 10 ml. of 
T.A.B. intravenously in 2 patients with rheumatoid 
arthritis and also in the 4 subjects of this study. The 
fall in eosinophil count was in each case about equivalent 
to that which followed a single injection of 25 mg. of 
ACTH, though it was of longer duration. In 3 cases of 
panhypopituitarism there was a greatly exaggerated and 
prolonged eosinopenic response to oral cortisone. 

Robert de Mowbray 


617. Clinical Studies on the Activity of Orally Ad- 
ministered Cortisone 

G. W. Tuorn, A. E. RENOLD, D. L. Witson, T. F. 
FRAWLEY, D. JENKINS, J. GARCIA-REYEs, and P. H. 
ForsHAM. New England Journal of Medicine [New Engl. 
J. Med.) 245, 549-555, Oct. 11, 1951. 8 figs., 23 refs. 


The authors have carried out comparative studies of 
the clinical and physiological effects of cortisone given 
orally and by intramuscular injection. In general they 
found that oral cortisone has a quicker, more profound, 
and less prolonged action than the same dose given 
intramuscularly. 

The physiological activity of cortisone was estimated 
by the fall in circulating eosinophils. When 50 mg. was 
given orally there was a marked reduction in the eosino- 
phil count after 4 hours, the count returning to normal 
within 24 hours (intravenous cortisone has a similar 
effect). When 50 mg. was given intramuscularly little 
change in eosinophil level could be detected after 4 hours; 
there was a fall later, which was still demonstrable at 24 
hours. From the results presented it would seem neces- 
sary to give cortisone by mouth every 6 hours to maintain 
a useful level of activity. 

Trials with “‘ compound F ”’ and its acetate given by 
mouth indicated that these were more active by this route 
than was cortisone, and that the duration of action, 
particularly of free compound F, was shorter. A further 
series of experiments showed that oral cortisone caused 
immediate sodium and chloride retention and potassium 
excretion in Addison’s disease, and that this effect dis- 
appeared soon after discontinuance of the drug. This 
was in contrast to the delayed effects of intramuscular 
administration of cortisone. It is pointed out that 
patients receiving oral cortisone are not protected, after 
withdrawal of the drug, from a period of adrenal in- 


sufficiency as are patients with intramuscular deposits 


from a series of injections. The authors also quote a 
case in which small doses of cortisone have been given 
orally to suppress adrenal hyperfunction in a case of 
adrenal virilism, with successful results. 

Clinical investigations showed that a combination of 
deoxycortone acetate (DCA) and cortisone was a more 
satisfactory treatment for Addison’s disease than DCA 
alone, as appetite, weight, and muscle strength were 
improved, anaemia was corrected, and hypoglycaemic 
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complications were prevented. The successful oral use 
of cortisone to relieve an acute exacerbation of gout and 
also in a case of chronic rheumatoid arthritis and 
pulmonary sarcoidosis is described. 

* The authors consider that cortisone is as effective orally 
as by intramuscular injection, but point out that the fact 
that it is so effective enhances the potential dangers of its 
indiscriminate use. B. E. W. Mace 


618. Effect of Cortisone on Reaction of Skin to Ultra- 
violet Light 

K.A.J.JARVINEN. British Medical Journal [Brit. med. J.] 
2, 1377-1378, Dec. 8, 1951. 11 refs. 


619. The Effect of Adrenocorticotropic Hormone on 
Inflammation due to Tuberculin Hypersensitivity and 
Turpentine and on Circulating Antibody Levels 

C. K. OsGoop and C. B. Favour. Journal of Experi- 
mental Medicine [J. exp. Med.| 94, 415-430, Nov. 1, 1951. 
Bibliography. 


Groups of guinea-pigs were sensitized by the sub- 
cutaneous injection of 2:5 to 5-0 mg. of heat-killed 
tubercle bacilli and skin tested with tuberculin. The 
average diameter of the erythematous area was measured 
after 24 hours. Subsequently a daily dose of 20 to 
30 mg. of ACTH per kg. body weight was given at 8- 
hourly intervals for 16 days. . At the end of this period 
and 2 weeks later the skin tests were repeated. It was 
found that under treatment with ACTH the erythematous 
area was significantly reduced in size; 2 weeks later it 
usually had reverted to its original size. Control groups 
treated only with saline did not show these changes. The 
complement-fixing antibody titre was not affected by 
ACTH; lymphocyte and esoinophil counts were de- 
creased. & 

In another series, a group of 6 guinea-pigs received 
0-1 ml. of oil of turpentine intradermally. This caused 
an area of erythema and induration whose centre was 
necrotic. When ACTH was given in the same way as in 
the first series, the size of the central necrotic area 
remained unchanged, but that of the peripheral area 
decreased. It is suggested that the major role of ACTH 
is the suppression of tissue responses to injury. Its 
influence on antibody formation is regarded as uncertain. 

H. Herxheimer 


620. Effects of Cortisone on the Mechanism of Increased 
Permeability to Trypan Blue in Inflammation 

V. MENKIN. American Journal of Physiology [Amer. J. 
Physiol. 166, 509-517, Sept. 1, 1951. 3 figs., 23 refs. 


The local increase in capillary permeability normally 
resulting from the intradermal injection in rabbits of 
inflammatory exudates obtained by the intrapleural or 
intraperitoneal injection of various irritants into dogs and 
rabbits was shown to be inhibited when the exudate was 
mixed with adrenal cortical extract or with cortisone in 
the case of alkaline exudates, whereas no such inhibition 
occurred with acid exudates. That the inhibitory effect 
is not determined by the pH was demonstrated by 
adding lactic acid to the alkaline exudate and sodium 
hydroxide to the acid exudate before injection without 


DISORDERS 


altering the results obtained. It is therefore suggested 
that “* concomitantly with the developing acidity in the 
later phase of the inflammatory reaction, there is 
liberated in abundance a factor, other than leukotaxine, 
capable of sustaining the increase in capillary permea- 
bility throughout the length of the acute inflammation ”’. 
The name “ exudin” is proposed for this factor, which 
appears to supplement leukotaxine. The relationship of 
exudin to physiological homeostasis is discussed. 
Kathleen M. Lawther 


621. Effects of ACTH on the Mechanism of Increased 
Capillary Permeability to Trypan Blue in Inflammation 
V. MENKIN. American Journal of Physiology [Amer. J. 
Physiol.] 166, 518-523, Sept. 1, 1951. 3 figs., 8 refs. 


The increase in capillary permeability induced by acid 
inflammatory exudates containing exudin (see Abstract 
620) is inhibited by ACTH which, in contrast to corti- 
sone, fails to suppress the like action of leukotaxine. 
Cortisone on the other hand is ineffective against exudin. 
It is therefore suggested that the combination of cortisone 
and ACTH would seem likely to be a more effective 
means of restricting acute inflammatory exudation than 
either alone, because of the presence of some leukotaxine 
and much exudin in acid exudates. The possibility of 
more effective therapy for rheumatoid conditions is dis- 
cussed in the light of these findings. 

Kathleen M. Lawther 


622.- Response of a Spontaneous Fish Lymphosarcoma 
to Mammalian ACTH 

P. RAsQuIN and E. Harter. Zoologica [Zoologica, N.Y.] 
36, 163-169, 1951. 23 refs. 


Spontaneous lymphosarcomata are not uncommon in 
Teleostean fishes of the genus Astyanax. A hybrid 
between Astyanax mexicanus and Anoptichthys jordani 
bearing such a tumour was given 12 daily injections of 
0-1 mg. ACTH. Untreated tumour-bearing fish were 
used as controls. Inhibition of the tumour by ACTH 
was shown by softening of the firm resilient tumour 
mass. In parts of the tumour there were oedematous 
spaces with cellular debris. The number of mitotic 
figures in the tumour ‘was decreased and the size of the 
lymphocytes was reduced. The adrenal cortex had 
hypertrophied in fishes injected with ACTH and the 
spleen was depleted of all lymphoid elements. 

G. M. Findlay 


623. Effect of Variation of Potassium Intake on Pressor 
Activity of Deoxycorticosterone 

R. H. RoseNMAN, S. C. FREED, and M. FRIEDMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 78, 77-79, Oct., 
1951. 1 fig., 12 refs. 


Young rats fed for 8 weeks on a potassium-deficient 
diet showed a fall in blood pressure within | week when 
given deoxycortone (4 mg. 3 times a week subcutaneously). 
They all lost weight and died in less than 3 weeks. 
Hypotension was more marked and death more rapid in 
similarly treated animals which were given sodium 
chloride solution to drink which, no doubt, increased the 


| 


yn in 
ybrid 
rdani 
as of 
were 
CTH 
nour 
atous 
itotic 
f the 

had 
| the 


lay 
essor 


MAN. 
y and 
Oct., 


icient 
when 
usly). 
eeks. 
in 
dium 
the 


EXPERIMENTAL ENDOCRINOLOGY 175 


loss of potassium. In other experiments the effect of 
deoxycortone was studied in rats given excess of potas- 
sium or sodium. Hypertension resulted in both groups 
of animals, but was more pronounced and more sustained 
in those receiving potassium, while the gain in average 
weight which occurred in both groups was greater in 
those rats given excess potassium. It appears, therefore, 
that in the rat variation in potassium intake influences 
profoundly the effect of dexoycortone on the blood 
pressure. A. 1. Suchett-Kaye 


624. The Hyperglycaemic Action of Blood from 
Animals Treated with Growth Hormone 

J. Bornstein. Nature [Nature, Lond.] 168, 903-905, 
Nov. 24, 1951. 12 refs. 


625. Effects of Administering Adrenocorticotrophic 
Hormone by Continuous Injection to Normal Rats 

D. J. INGLE, M. C. Prestrup, and C. H. Li. American 
Journal of Physiology [Amer. J. Physiol.] 166, 165-170, 
July 1, 1951. 3 figs., 9 refs. 


In this investigation 27 male rats approximately 300 g. 
in weight were given a high-fat, low-carbohydrate diet, 
and 17 of them received continuous injections of ACTH 
in doses of 10 to 40 mg. daily for up to 21 days or until 
the animal became moribund. A control group of 
10 rats were given continuous injections of saline only for 
the same period. 

Of the 17 animals treated with ACTH 10 were mori- 
bund within 12 to 20 days. All of them showed glycos- 
uria on 2 or more days. This was only temporary in 
most cases, and disappeared while treatment was con- 
tinued. Marked acetonuria occurred on 2 or more days 
in 14 of the animals. All 17 rats developed a negative 
nitrogen balance, but the peak of nitrogen excretion was 
not sustained, and in some cases fell to control values, 
during continued injection of ACTH. The rats lost 
weight rapidly during the first few days, the weight loss 
being closely related to the values for urinary non-protein 
nitrogen; the weight of the animals then remained 
relatively stable. 

At necropsy 3 rats had diffuse infections involving 
the lungs, pleura, heart, liver, kidneys, and gut, and 12 
had ulcers in the pyloric portion of the stomach, varying 
from multiple tiny ulcers to a few large deep ulcers which 
almost penetrated the mucosa and from some of which 
there was considerable loss of blood. Of the treated 
animals 3 had white spots penetrating the surface of the 
heart muscle, and 11 showed renal lesions consisting of 
grey patches penetrating the cortex, with occasional tiny 
nodules of hypertrophic tubules. None of the changes 
described was seen in the control animals. 

Previous studies with cortisone had shown that doses 
of 10 mg. per day were necessary to produce effects 
comparable with those of continuous injection of ACTH, 
suggesting that the adrenal cortex of the rat can be made 
to secrete the equivalent of this amount of cortisone per 
day. The authors point out that the biological effective- 
ness of ACTH is much greater when it is given by con- 
tinuous injection than when it is given intermittently. 

Robert de Mowbray 


626. Effects of Administering Large Doses of Cortisone 
Acetate to Normal Rats 

D. J. INGLE, M. C. Prestrup, and J. E. NEzAmis. 
American Journal of Physiology [Amer. J. Physiol.] 166, 
171-175, July 1, 1951. 3 figs., 5 refs. 


Male rats weighing approximately 300 g. were fed on 
medium-carbohydrate or high-fat diets. To 36 of them 
were given, twice daily, subcutaneous injections of corti- 
sone acetate in aqueous suspension in a total dosage of 
5 to 20 mg. a day for up to 21 days or until the animal 
became moribund. A control group of 22 rats received 
injections of saline only. 

Of the cortisone-treated rats 20 died, the mortality 
being greater with the higher doses. With a dose of 
5 mg. of cortisone daily none of the rats on the high-fat 
diet showed glycosuria or marked acetonuria, but 10 of 
the 12 rats on a medium-carbohydrate diet and receiving 
the same dose of cortisone excreted glucose without 
acetone. With a dose of 10 mg. daily or higher all the 
rats develéped glycosuria and generally acetonuria. The 
glycosuria was, however, only temporary. All the 
cortisone-treated rats developed a negative nitrogen 
balance, but the peak of nitrogen loss was not sustained, 
and in some animals a slightly positive balance was 
eventually re-established. Changes in weight were 
closely related to changes in nitrogen excretion. All the 
rats which received 15 to 20 mg. cortisone acetate daily 
died during the phase of rapid nitrogen excretion. 

Of the treated rats 9 had diffuse infections, with 
abscess formation, involving the lungs, pleura, heart, 
liver, kidneys, and gut; 21 had ulcers in the pyloric * 
portion of the stomach; 6 had cardiac lesions; and 21 
had renal lesions—all of them similar to those following 
administration of ACTH (sée Abstract 625). In 5 of 
the rats on a high-fat diet visible lipaemia occurred after 
cortisone had been given for 14 days or more; the liver 
of these animals was fatty, and whitish opacities appeared 
in the eyes. 

The incidence of the lesions described was related to 
the size of the dose of cortisone. No lesions developed 
in control animals. Robert de Mowbray 


627. The Influence of Intrathecally Administered Adren- 
aline on the Adrenal Cortex 

S. Rose. Medical Journal of Australia [Med. J. Aust.] 
2, 485-498, Oct. 13, 1951. 16 figs., bibliography. 


In this. paper from the University of Melbourne are 
described the results of injecting 1 to 5 mg. of adrenaline 
intrathecally into human subjects. Evidence of adreno- 
cortical stimulation was manifested by a profound 
eosinopenia with increase in the total leucocyte count 
and by an increase in the ratio of uric acid to creatinine 
in the urine. When the injections were repeated at 
intervals varying from 12 hours to 1 week, temporary 
beneficial results were noted in 4 cases of rheumatoid 
arthritis, 2 cases of asthma, and 1 case of gout. After 
successive injections the response became temporarily 
less marked. This was apparently due to adrenal ex- 
haustion, since the response could not be induced by 
25 mg. of ACTH, but could be brought about by 100 mg. 
of cortisone acetate. One patient developed a “ moon- 
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face ’’ appearance, which disappeared after the injections 
were stopped. As there was usually no significant in- 
crease in the pulse rate or blood pressure it was assumed 
that the adrenaline did not pass readily from the cerebro- 
spinal fluid to the peripheral circulation, and that the 
effects noted were due to direct stimulation of either the 
hypothalamus or the pituitary gland. Among the side- 
effects noted were headache, vomiting, and transitory 
impairment of sensation. 

{It is stated that control lumbar punctures did not 
produce any of the above effects. It would, however, 
have been of more value if a control solution had been 
injected intrathecally, in view of the claims at one time 
made for Speransky’s method of “spinal pumping” 
(Amer. J. med. Sci., 1946, 211, 448).] G. Ansell 


628. Adrenaline and Noradrenaline Concentrations in 
Adrenal Glands at Different Ages and in Some Diseases 
G. B. West, D. M. SHEPHERD, and R. B, HUNTER. 
’ Lancet [Lancet] 2, 966-969, Nov. 24, 1951. 3 figs., 
27 refs. 


The adrenal glands of 36 adults, 9 of them hyper- 
tensive, and 32 babies were examined for amine content. 
The glands were secured, in most cases, within 24 hours 
of death. The capsule and adherent fatty tissue were 
removed and the gland ground up with sand and 0-1 to 
1-0 ml. of 0-01 N hydrochloric acid per g. of tissue. 
After centrifuging, the clear supernatant fluid was assayed 
for adrenaline and noradrenaline content by its action on 
the blood pressure and normal nictitating membrane of a 
spinal cat, and by paper chromatography. In 9 pairs of 
adult glands the cortex and medulla were separated 
and the two parts were then extracted and assayed 
separately. 

The mean values for 26 pairs of adult glands were 
139 wg. adrenaline and 22 yg. noradrenaline per g. of 
fresh tissue; thus 14% of the total catechol activity 
existed as noradrenaline. Lower values were found in 
glands from patients who had died from an infection or 
who took a long time to die. Comparative experiments 
on animals suggest that the total activity in the healthy 
human adrenal might be about | mg. per g. In 9 pairs 
of glands where the cortex and medulla were assayed 
separately the mean values were 1,260 yg. adrenaline 
and 21 pg. noradrenaline per g. of fresh medulla and 
109 ug. of adrenaline and 3 jg. noradrenaline per g. of 
fresh cortex. In 9 patients dying from hypertension the 
amount of noradrenaline found did not differ significantly 
from that found in other diseases, although the total 
activity was somewhat raised. The authors considered 
that lack of methylation was not the cause of hyperten- 
sion in these cases. In a case of Addison’s disease the 
total activity was low, but the noradrenaline content 
accounted for 50% of the activity—a level only previously 
found in phaeochromocytoma. 

In the glands of children aged less than 70 days, the 
mean values were 2 ug. adrenaline and 32 yg. of nor- 
adrenaline per g. of fresh tissue. The position is thus 
the reverse of that seen in adults, since more than 90% 
of the catechol amines is noradrenaline. It is suggested 
that the methylating process matures about the second 


year of life. The organs of Zuckerkandl were assayed 
in 8 children whose adrenals were also examined, and 
were found to contain much noradrenaline which, 
expressed in absolute amounts, was found greatly to 
exceed that contained in the adrenals. No hydroxy- 
tyramine or dihydroxyphenylalanine was found in any 
extract examined chromatographically. The literature 
is briefly reviewed and the results are discussed. 
Norval Taylor 


629. The Potentiating Effect of ACTH and of Cortisone 
on Pressor Response to Intravenous Infusion of L-Nor- 
epinephrine 

G. S. KURLAND and A. S. FREEDBERG. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 78, 28-32, Oct., 1951. 2 figs., 
17 refs. 


An increase in arterial pressure was produced in 3 
normotensive subjects by the intravenous infusion of 
L-noradrenaline. This rise in blood pressure was still 
further increased by the administration of cortisone or 
ACTH. It is suggested that ACTH enhances the pressor 
response to noradrenaline by the release of 11-oxy- 
steroids from the adrenal cortex. is mechanism might 
possibly also operate in the production of hypertension 
in Cushing’s syndrome. A. I. Suchett-Kaye 


630. Localization of Radioactive L-Thyroxine in the 
Neurohypophysis 5 

J. M. JENSEN and D. E. CLARK. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 38, 663-670, 
Nov., 1951. 6 figs., 13 refs. 


L-Thyroxine in which radioactive iodine had been 
substituted in the 3’ and 5’ positions was injected in- 
travenously into 4 rabbits, and the animals were killed 
4 hours later. Radioautographs of the different areas 
of the brain showed localization of radioactivity in the 
neural lobe of the pituitary gland, the infundibulum, and 
the medial eminence of the tuber cinereum, while the 
anterior pituitary lobe showed only a minimal con- 
centration. In 4 control rabbits given radioactive 
thyroxine there was no evidence of localized radio- 
activity in the brain or pituitary body. It is suggested 
that the selective localization of radioactive thyroxine 
in the posterior pituitary lobe may indicate that the latter 
takes a part in regulating the production of thyrotrophic 
hormone by the anterior lobe. 

[The radioautographs appear convincing, but in view of 
the controversial findings in this field by other authors, 
one would like to see these results confirmed in a larger 
series of animals.] G. Ansell 


631. The Effect of the Intravenous Administration of 
Pitressin on Renal Function in Man 
M. H. Maxwe.t and E. S. Breep. Journal of Pharma- 
cology and Experimental Therapeutics {J. Pharmacol.} 103, 
190-195, Oct., 1951. 1 fig., 18 refs. 


The renal effects of intravenous “ pitressin”’ (vaso- 
pressin) were studied in 18 convalescent male patients 
aged from 20 to 66 years in the Bellevue Hospital, New 
York. Control observations were started 30 to 60 
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minutes after hydration with 1 to 1-5 litres of tap-water 
by mouth, a steady state of hydration being maintained 
throughout the experiment by the ingestion of amounts 
of water approximately equal to the urine flow of the 
preceding 30 minutes. Para-aminohippuric acid (PAH) 
and inulin were given by continuous intravenous in- 
fusion and clearances carried out in the usual manner. 
Each clearance period was terminated by washing out 
the bladder with 50 ml. of distilled water followed by 
air. Extraction ratios of PAH and renal arterio-venous 
oxygen differences were obtained by renal-vein catheteri- 
zation in 8 subjects. 

After two or more periods of control observations 
during water diuresis, a priming dose of pitressin was 
administered intravenously followed by a sustaining dose 
added to the infusion. The dosage employed ranged 
from 50 to 5,000 milliunits per hour. In all experiments, 
antidiuresis was immediately manifest by a reduction in 
urine flow and an increased urine : plasma ratio of PAH. 
After an equilibration period of 30 to 45 minutes, further 
clearance observations were made during the sustained 
antidiuretic state. 

Physiological doses of pitressin (50 to 100 milliunits 
per hour) had generally no effect on renal plasma flow 
or filtration rate; pharmacological doses caused a 
moderate reduction in renal plasma flow, with a simul- 
taneous reduction in the filtration rate of lesser magnitude. 
The renal haemodynamic changes involve constriction of 
afferent and efferent arterioles, predominantly the latter. 
A dose of 0:3 to 0-4 milliunits per hour caused a prompt 
antidiuresis. The degree of antidiuresis bore no relation- 
ship to alteration of renal clearances, supporting the 
accepted belief that the site of action of pitressin in the 
mammal is the renal tubule. Norval Taylor 


-632. Cellular Transformations in Mammalian Bones 
Induced by Parathyroid Extract 

M. HELLER, F. C. MCLEAN, and W. BLooM. American 
Journal of Anatomy [Amer. J. Anat.] 87, 315-347, Nov., 
1950. 7 figs., 29 refs. 


Bloom, Bloom, and McLean (Anat. Rec., 1941, 81, 
443) showed that in the laying pigeon there are rapid 
changes in the medullary bone during the liberation of 
calcium for egg-shell production. These changes are 
brought about by a reversal in function of the bone- 
forming cells, the same cells acting in one phase as 
osteoblasts and in another as osteoclasts. 

’ Further light is thrown on these transformations in the 
present study, in which the effects on medullary bone of 
large doses of parathyroid extract are described. Rats, 
puppies, kittens, and guinea-pigs were used. Following 
the administration of a large dose of parathyroid extract 
the animals were killed at varying intervals and sections 
were prepared from the long bones. The injection 
resulted in a rapid resorption of bone followed by a 
somewhat slower regeneration. The effect was most 
marked in puppies and least in kittens and guinea-pigs. 
During the resorption and regeneration osteoblasts were 
observed to change to spindle cells, phagocytes, osteo- 
cytes, and osteoclasts; osteocytes to osteoclasts and 
spindle cells; spindle cells to osteoblasts; and osteo- 
M—N 


clasts to spindle cells. These changes were changes in 
the individual cell, as few mitotic figures were seen. 

The authors argue that the spindle or reticular cell is 
the basic type, which is capable of altering its function 
to any of the other types. A chart is given showing the 
observed transformations. R. P. Foggie 
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633. The Effect of Thyrotropin on the Release of 
Hormone from the Human Thyroid 

R. E. GotpsmitH, J. B. STANBURY, and G. L. BROWNELL. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.] 11, 
1079-1094, Oct., 1951. 8 figs., 18 refs. 


In this study 6 patients with thyrotoxicosis were given 
100 to 265 yc. of radioactive iodine and the propor- 
tion accumulated in the thyroid during the following 
48 hours was measured, as well as the rate of disappear- 
ance from the gland during the next 2 or 3 days. Anti- 
thyroid treatment with methyl-mercaptoimidazole was 
then started; this produced a faster rate of disappearance 
of radioactive iodine from the thyroid, and the degree of 
acceleration was correlated with the dose of the drug. 
The treatment almost completely inhibited the further 
accumulation of radioactive iodine by the thyroid. 
Treatment with the antithyroid drug was continued and 
thyrotrophin injections were given in addition. This still 
further accelerated the loss of radioactivity which, since 
iodine accumulation was already inhibited, must have 
been the result of increased release of iodine already 
present in organic combination in the gland. Despite 
the faster release of thyroxine, the serum protein-bound 
iodine level and basal metabolic rate continued to 
fall in 5 of the 6 patients, as they had during treatment 
with the methyl-mercaptoimidazole alone; in the 6th 
patient thyrotrophin produced an unexplained return of 
thyrotoxic symptoms (rise in basal metabolism, eye signs, 
auricular fibrillation, and emotional instability) although 
the concentration of serum protein-bousd iodine con- 
tinued to fall. 

The effect of thyrotrophin on the release of iodine 
from the thyroid was apparent within 12 hours of starting 
and stopping injections. This is a much more rapid 
action than that reported for its effects on iodine accumu- 
lation in the thyroid and on thyroid structure, suggesting 
that these effects are differently produced and not the 
results of a single, generalized stimulation of thyroid 
function. : Peter C. Williams 


634. Limitations and Indications in the Treatment of 
Cancer of the Thyroid with Radioactive Iodine 

R. W. Rawson, J. E. RALL, and W. Peacock. Journal 
of Clinical Endocrinology [J. clin. Endocrinol.] 11, 1128— 
1142, Oct., 1951. 10 figs., 10 refs. 


Five years’ experience of thyroid carcinoma treated 
at the Sloan-Kettering Institute, New York, is analysed 
and discussed. In only 20 out of 146 cases of this 
condition was treatment with radioactive iodine possible, 
and only 10 of these showed tumour destruction. The 
chief limitation to this form of treatment is the poor 
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iodine-accumulating capacity of the cancerous tissue: 
only 46 of 100 cases of thyroid tumour collected 
measurable amounts of radioactivity, and the proportion 
was even lower for the most common type of tumour 
(9 out of 29 cases of papillary adenocarcinoma) and 
for the most malignant (0 out of 6 cases of giant-cell 
carcinoma). The capacity to accumulate iodine can 
sometimes be induced in metastases by total thyroid- 
ectomy followed by prolonged treatment with thiouracil, 
but often the induced capacity is not great enough 
to enable sufficient radioactivity to be concentrated 
in the metastasis to destroy it. The ability to con- 
centrate iodine may be lost through the administration 
of iodine, or by irradiation of the tissue by x rays or 
by the isotope, when given in insufficient dosage to 
destroy the tissue. 

The incapacity to accumulate the injected isotope 
therefore makes therapy potentially more dangerous. 
There has so far been no evidence of renal or hepatic 
' damage and only minor evidence of interference with the 
gonads, but some degree of damage to the formed 
elements of the blood or to the blood-forming organs 
has been noted in all cases, varying from a transient 
lymphopenia to a fatal anaemia affecting all types of 
blood cells. The change in the total lymphocyte count 
is the most sensitive index of the effect of irradiation: 
there is good correlation between the reduction in lym- 
phocyte count and the dosage in roentgen equivalents 
(r.e.p.) delivered to the blood. Where the isotope is 
concentrated in the tumour in destructive doses there is 
the further danger that the destruction will release the 
radioactive iodine into the blood stream. 

It is concluded that the treatment of thyroid cancer 
with radioactive iodine is justified only if the tumour is 
inoperable, if the gland is capable of concentrating 
sufficient radioactivity to have a cancericidal effect, 
and if the total blood irradiation delivered by the 
proposed dose of the isotope is less than 500 r.e.p. 


The iodine-accumulating capacity of the gland and the . 


amount of radiation that will be delivered to the blood 
should be calculated from preliminary tracer studies. 
Peter C. Williams 


635. The Treatment of Severe Thyrotoxicosis with 
Radioactive Iodine. (Contributo al trattamento della 
grave tireotossicosi con jodio radioattivo) 

F. Saccanit. Minerva Medica [Minerva med., Torino] 2, 
505-507, Oct. 6, 1951. 2 figs., 4 refs. 


A girl of 20 developed severe thyrotoxicosis in January 
1950. She had exophthalmos and diffuse thyroid en- 
largement, her basal metabolic rate (B.M.R.) was + 82%, 
pulse rate 100, temperature up to 38°C. (100-4 F.), 
and weight only 40 kg. In spite of medical treatment 
(the nature of which is not stated), and later deep x-ray 
therapy and the administration of antibiotics (because of 
the persistent and increasing fever), her condition de- 
teriorated; the B.M.R. rose to + 101-6%, the weight 
fell to 33-7 kg., and the pulse rate rose to 150. Treatment 
with radioactive iodine was therefore decided upon and 
after careful assessment a total dose of 15-33 mc. was 
given in fractions varying from 1 mc. to 10 mc. every 
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third day by mouth. No side-effects were observed, and 
the result was spectacular. Within 50 days of starting 
treatment she had gained 14 kg. in weight, and (as 
demonstrated by photographs reproduced in the text) her 
appearance was completely transformed. 

[It is not stated whether antithyroid drugs were tried 
and why surgery was not contemplated in this case. It 
would also be of interest to know how the weight of the 
thyroid was estimated at approximately 92 g., and why 
deep x-ray therapy, which is not now much used in 
Anglo-Saxon countries for the treatment of Graves’s 
disease, was employed. It is particularly in the young 
patient that one must consider the possible late effects of 
irradiation; hence the follow-up of this patient should 
be regarded as important for the next 20 years.] 

V. C. Medvei 


636 (a). The Effect of Thyroid-stimulating Hormone in 
Acute Thyroiditis 
J. Rossins, J. E. BALt, J. B. TRUNNELL, and R. W. 
Rawson. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.) 11, 1106-1115, Oct., 1951. 2 figs., 11 refs. 


636 (b). Radioiodine Studies in Thyroiditis 

W. M. McConauey and F. R. KeatinG. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.) 11, 1116—- 
1122, Oct., 1951. 10 refs. 


636 (c). Classification of Thyroiditis with Special Refer- 
ence to the Use of Needle Biopsy 

G. Crie, and J. B. Hayzarp. Journal of Endocrinology 
[J. clin. Endocrinol.| 11, 1123-1127, Oct. 1951, 2 refs. 


The first two papers report that the capacity of the 
thyroid to accumulate radioactive iodine is subnormal 
in almost all cases of acute thyroiditis, although the 
serum protein-bound iodine content and the basal meta- 
bolic rate are normal or greater than normal. The first 
paper demonstrates that the treatment with thyrotrophin 
will increase this capacity of the gland towards, though 
usually not quite up to, the normal value, and that this 
is accompanied by some improvement in the clinical 
condition which, however, is not maintained when treat- 
ment is stopped. It may be that acute thyroiditis causes 
excessive release of thyroxine and consequent depression 
of thyrotrophin secretion, but this does not explain the 
improvement produced by thyrotrophin injections. 

The second paper reports that in chronic thyroiditis 
(13 cases of struma lymphomatosa and 6 of struma 
fibrosa) the conditions are almost the opposite: in these 
cases the iodine-accumulating capacity of the thyroid is 
normal and the basal metabolic rate is normal or 
subnormal. It appears that the acute condition inter- 
feres with iodine accumulation, and the chronic condition 
with thyroxine synthesis. It is suggested that acute 
thyroiditis is accompanied by a normal basal metabolic 
rate so long as there are thyroxine stores in the thyroid 
to be drawn upon; if these stores are used up before the 
condition clears up, then myxoedema will develop, as it 
did in 6 of the patients in this series. This would agree 
with the conclusion of the third paper, namely that the 
three types of thyroiditis are unrelated. 

; Peter C. Williams 
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637. Cortisone Acetate Administered Orally in Der- 
matologic Therapy 

M. B. SULZEBERGER, V. H. WITTEN, and S. N. YAFFE. 
Archives of Dermatology and Syphilology [Arch. Derm. 
Syph., Chicago] 64, 573-579, Nov., 1951. 2 refs. 


The authors present a brief review and evaluation of 
the treatment of 32 patients with cortisone acetate given 
by mouth. The drug was used in various severe chronic 
dermatoses where other therapeutic measures had failed 
in order: (a) to tide the patient over an acute phase; 
(b) to alleviate incapacitating symptoms; (c) to afford 
relief—for example, from pruritus—while the case was 
being investigated; or (d) to allow a patient to meet 
some purely “ social emergency’ such as a wedding. 
In more acute conditions where the eventual prognosis 
was poor, cortisone was used to produce, and possibly 
maintain, remissions. 

Diabetes, hypertension, renal disease, or psychosis 
in the patient or his family was considered a contra- 


indication to treatment. Initial dosage was between 100 | 


and 200 mg. a day, and the dose was reduced as soon as 
the patient’s response permitted. Careful observation 


’ was made for adverse effects. Whereas in most of the 


cases the results of previous treatment were poor, the 
response to the administration of cortisone was 
often dramatic, with abatement of symptoms in 24 
hours. 

The detailed table given shows that, of 14 cases of 
atopic dermatitis, 1 of nummular eczema, 2 of dermatitis 
herpetiformis, 2 of distinctive exudative discoid and 
lichenoid chronic dermatosis, and 1 each of pemphigus 
vulgaris and erythema annulare centrifugum, all re- 
sponded well to cortisone initially and remained well on 
adequate dosage. Relapse occurred, however, in those 
cases where the drug was stopped. In 2 cases of peni- 
cillin urticaria and one of stasis dermatitis with auto- 
eczematization the condition cleared on cortisone treat- 
ment and remained so when the drug was discontinued. 
One patient with pruritus ani experienced some relief, 
though the condition relapsed, and one patient with 
generalized pruritus remained well on maintenance treat- 
ment. There was little or no response in single cases of 
pemphigus foliaceus, psoriasis, eczema cruris, herpes 
zoster, filiform warts, and plantar warts. 

Among the adverse effects noted were 2 cases of moon 
facies and 1 of hyperpigmentation. One patient com- 


plained of dizziness, and 2 of hyperexcitability and in- - 


somnia. These untoward effects diminished or dis- 
appeared when the dose was reduced or cortisone 
discontinued. 

The authors remark that disagreeable, and sometimes 
dangerous, effects still preclude the use of this treatment 
except in serious diseases and situations and unless the 
patient can be kept under close and expert surveillance. 

Benjamin Schwartz 


638. Colloid and Senile Degeneration of the Skin. [In 
English] 

J.R.PRAKKEN. Acta Dermato-venereologica [Acta derm.- 
venereol., Stockh.) 31, 713-722, 1951. 6 figs., 28 refs. 


In this paper is reported the first case of colloid 
(pseudo-) milium observed in Holland and seen in the 
department for Skin and Venereal Diseases of the Uni- 
versity of Amsterdam. The patient, aged 39, a vegetable 
grower, was first seen in 1949, when the condition had 
been present for 10 years. The skin changes were limited 
to the bridge of the nose, the lower eyelids, and the upper 
parts of the cheeks, and consisted of numerous glistening, 
polygonal and round papules which in some cases were 


so close together that patches were formed; there was, 


however, no coalescence and the papules remained 
separate. They were translucent and contained a gela- 
tinous mass. If the contents were evacuated the hollow 
filled with blood. The papules were lemon yellow in 
colour and occasionally gave rise to slight irritation. 
Physical examination of the patient showed no ab- 
normalities. The erythrocyte sedimentation rate was 
6 mm. in | hour. The serum cholesterol level was 
normal and the serum concentration of ascorbic acid was 
4-8 g. per ml. The clinical diagnosis was confirmed by 
histological examination. The histological picture was 
typical except for the absence of the normal argyrophilia 
of the epidermo-dermal junction and the presence of 
an exceptionally large number of mast cells. Several 
stages of collagen degeneration were seen, passing through 
the stage known as senile degeneration and finally ending 
in the formation of the colloid substance. 

The author discusses the origin of the colloid substance 
and the cause of colloid degeneration, and also the 
relationship between colloid and senile degeneration. 
He is of the opinion that probably, with the exception of 
the juvenile cases, colloid and senile degeneration are 
related. The principal cause of both conditions is 
excessive and prolonged exposure to sunlight. He sug- 
gests that solar irradiation may act on collagen by the 
formation of vitamin D. Examination of biopsy 
material from 134 patients treated for lupus vulgaris with 
large doses of calciferol did not show an exceptionally 
high incidence of senile collagen degeneration. 

H. S. Laird 


639. Occurrence of Contact Dermatitis from Oil 
Soluble Gasoline Dyes 

J. H. Lams and E. S. Lain. Journal of Investigative 
Dermatology [J. invest. Derm.} 17, 141-146, Sept., 1951. 
13 refs. 

This is a report on 3 patients who suffered from contact 
dermatitis due to the azo-dyes used in colouring com- 
mercial petrol. The histories and patch-test investiga- 
tions showed that the subjects were also sensitive to 
chemically related compounds. John T. Ingram 
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640. Beryllium Granulomata of the Skin. 
lomes cutanés dis au beryllium) 

R. Leertercg. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 78, 589-592, Sept.— 
Oct., 1951. 7 figs., 8 refs. 


(Les granu- 


641. Studies on Serum Lipids in Acne Vulgaris 

F. KAuLz, A. JANAUSKAS, and C. FouRNIER. Journal of 
Investigative Dermatology [J. invest. Derm.] 17, 273-279, 
Nov., 1951. 25 refs. 


Estimation of the serum lipoid, fatty acid, total 
cholesterol, and phospholipid content in 50 patients with 
acne showed the levels to be within normal limits, though 
those of cholesterol esters were significantly lower and 
those of free cholesterol higher than in control subjects. 
There was no significant variation from the normal 
increase after a fat meal. It is pointed out that hyper- 
cholesterolaemia in such conditions as xanthomatosis is 
not associated with acne, but it was noted that free 

‘cholesterol values in the serum of patients with xantho- 
matosis were relatively low. It is suggested that acne- 
producing hormones affect cholesterol metabolism in 
addition to directly stimulating the sebaceous glands. 

John T. Ingram 


642. Lipophilic Yeastlike Organisms Associated with 
Tinea Versicolor 

M. A. Gorpon. Journal of Investigative Dermatology 
[J. invest. Derm.] 17, 267-272, Nov., 1951. 2 figs., 9 refs. 


Although characteristic fungoid elements may be easily 
demonstrated in scrapings from the lesions of tinea versi- 
color, culture of the causative agent has not hitherto been 
successful. In a study of 22 patients the author grew 
yeast-like organisms from 16, using a dextrose agar 
medium with oil or fatty acid added. None of these 
organisms could be identified as Malassezia (Microsporon) 
furfur. One, which is believed to be a new species, has 
been named Pityrosporum orbiculare; it was, however, 
cultured from normal skins as well as from the lesions 
of tinea versicolor and it was not possible to reproduce 
the disease by inoculation of human volunteers with the 
fungus. John T. Ingram 


643. The Efficacy of Antimycotic Treatment of Epi- 
dermophytosis. Relapse Rate following Self-treatment 
and Treatment in Out-patients Clinic. Significance of 
Mycological Control. [In English] 

P. V. MARCUSSEN. Acta Dermato-venereologica [Acta 
derm.-venereol. Stockh.] 31, 666-675, 1951. 10 refs. 


This paper records the results of work carried out 
in the dermatological clinic of the Kommunehospitalet, 
Copenhagen. It was found that when patients with 
epidermophytosis treated themselves 434% of cures were 
obtained. Patients were regarded as cured if they re- 
mained clinically free from relapse over an observation 
period of 14 to 44 years. On the same basis, with daily 
hospital treatment as out-patients which was controlled 
mycologically once weekly the percentage of cures varied 
from 75-4°% to 84-9%%, depending upon the extent to which 
the patients completed the treatment. In the majority 
of cases treatment was completed and verified in from 
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3 to 6 weeks, but the length of treatment was determined 
by mycological control. 

Investigation in Copenhagen has shown that relapses 
are much more numerous than reinfections. If the 
number of cases of epidermophytosis is increasing despite 
the slight infectiousness of the condition, this may be 
partly due to the fact that a large number of the cases 
are not cured by treatment. Antimycotic treatment is 
an important instrument in the epidemiological control of 
epidermophytosis, because immunity is unknown and 
the prophylaxis hitherto carried out is presumed to be 
inadequate. If treatment is to be successful it must be 
more intensive and protracted than it has been and should 
be carried out under mycological control. 

H. §S. Laird 


644. Evaluation of a New Drug for Topical Therapy of 
Tinea Capitis : 

E. EpeLson, C. CrAsTeR, and A. HASKIN. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 64, 444-448, Oct., 1951. 


A trial of “ asterol ’’ (the dihydrochloride of 2-methyl- 
in the 
treatment of tinea capitis due to Microsporum audouini 
was essayed in 72 children aged 1 to 11 years attend.ng a 
clinic in Newark, New Jersey. A tincture of asterol 
(2% at first, later increased to 5°%) was sprayed on to wet 
the hair in the morning and again in the afternoon, with 
shampooing at bedtime followed by the application of 
asterol ointment of the same strength. The test of cure 
was 6 consecutive negative examinations under Wood’s 
light at weekly intervals, cases in which examination was 
negative but cure not yet established being classed as 
** considerably improved ”’, this stage being reached after 
treatment for 2 to 17 weeks, with an average of 9 weeks. 
Success is claimed in 66°6% of cases, 36-°1% being 
“cured” and 30°5% “ considerably improved 23-7% 
showed varying degrees of improvement, and 9-7% no 
improvement at all. The drug appeared safe, as it 
elicited a minimum of untoward reactions. The authors 
point out that ease of application, not requiring much 
co-operation on the part of the parents, was a great 
advantage. G. A. Hodgson 


645. Podophyllotoxin Treatment of Microsporum 
audouini Scalp Infections 

C.J. YouNG. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 64, 607-610, Nov., 1951. 
2 figs., 12 refs. 


Podophyllotoxin, a complex tricyclic substance with 
the general formula C22H22Oxg, is said to be the active 
ingredient of podophyllin resin. Commercial samples 
of the resin contain from 28 to 52% of podophyllotoxin. 

In the Department of Dermatology and Syphilology, 
University of Virginia School of Medicine, the author 
has examined the effects in vitro and in vivo of crystalline 
podophyllin on Microsporum audouini. Experimentally 
infected hairs were placed in solutions of podophyllo- 
toxin for varying times and were then cultured on 
Sabouraud’s dextrose medium at room temperature. It 
was found that: (a) 1% solution in 90% alcohol retarded 


DISEASES OF THE SKIN 181 


the growth after 5 minutes and there was a complete 
cessation of growth after 60 minutes; and (5) hairs 
exposed to a 3-3% solution showed no growth after only 
1 minute. Control cultures in which the alcohol vehicle 
only was used showed normal growth. In the clinical 
investigation 14 prepubertal negro patients with M. 
audouini scalp infection of varying duration, 5 of whom 
had had no previous therapy, were treated by massaging 
the scalp with a 3-3°% solution in 90% ethyl alcohol on 
each weekday for a period of 30 days. At the end of 
this time 9 patients (64%) were clinically and myco- 
logically cured. Folliculitis occurred in 9 cases, but 
treatment was continued without causing subsequent 
kerion formation, lymphadenopathy, or scarring. The 
occurrence of folliculitis was not necessary to effect a 
cure, as in 4 of the cured cases no clinical evidence of 
this was seen. 

The author concludes that podophyllotoxin solution 
should prove useful in the treatment of new and recal- 
citrant M. audouini infections of the scalp. 

; Benjamin Schwartz 


646. Acrosclerosis 

S. C. TRuELove and H. M. Wuyte. British Medical 
Journal [Brit. med. J.] 2, 873-876, Oct. 13, 1951. 1 fig., 
16 refs. 


It is a matter of dispute whether acrosclerosis is a 
disease sui generis or a form of generalized scleroderma. 
It differs from generalized scleroderma in beginning with 
manifestations of Raynaud’s phenomena, being much 
commoner in women, and being accompanied frequently 
by visceral, especially oesophageal, lesions. Four 
patients, all women, with acrosclerosis are described. 
In all of them symptoms of Raynaud’s phenomena 
preceded the appearance of the skin changes. The 
oesophagus was affected in 3 of the patients, in 1 of 
whom also the heart may have been affected by the 
disease. Cervical sympathectomy does not relieve 
acrosclerosis. Changes in Raynaud’s disease which 
suggest the presence of acrosclerosis are swelling of the 
fingers between attacks or after sympathetic blockage, 
changes in the face, pigmentation of the skin, pain and 
stiffness of the joints without objective signs of arthritis, 
and malaise. E. Lipman Cohen 


647. Acrosclerosis 
A. S. Ramsey. British Medical Journal [Brit. med. J.] 2, 
877-879, Oct. 13, 1951. 2 figs., 10 refs. 


Acrosclerosis is one of the conditions which have to 
‘be differentiated from Raynaud’s disease. In the latter, 
the symptoms are intermittent and massive gangrene 
never occurs. Acrosclerosis usually occurs in women. 
It begins with pain in the fingers, which become stiff and 
often blue; when raised they become white. The symp- 
toms are aggravated by cold. Later the skin begins to 
change, becoming waxy and shiny; small areas of 
gangrene appear and there may be chronic whitlows. 
The nail and finger-tip may slough away, and the 
phalanges gradually atrophy. Telangiectases appear on 
the face and there may be thick glossy areas of skin; 
the nose looks pinched and the lips thin. Areas of 


pigmentation may appear anywhere and the body hair 


becomes scanty. Three cases, all in women, are de- 


scribed; 2 of the author's patients had had rheumatoid 
arthritis and 2 had rheumatic endocarditis. It is sug- 
gested that acrosclerosis is a disease of adaptation, and 
might respond to treatment with cortisone. 

E. Lipman Cohen 


648. Evaluation of Chloramphenicol in the Treatment of 
Chronic Discoid Lupus Erythematosus 

H. M. Rosinson. Archives of Dermatology and Syphi- 
lology {Arch. Derm. Syph., Chicago] 64, 565-572, Nov., 
1951. 3 figs., 1 ref. 


Following his preliminary report from the Department 
of Dermatology, School of Medicine of the University of 
Maryland (J. invest. Derm., 1950, 14, 309), the author 
describes 16 cases of chronic discoid lupus erythematosus 
followed up for 14 years after treatment with chloram- 
phenicol. 

The patients were given 4 or 5 doses of one 250-mg. 
capsule of chloramphenicol daily for periods varying 
from 23 to 238 days. From the details given of individual 
cases it is seen that: (a) in 1 patient there was no visible 
effect after taking 59:5 g.; (b) 6 patients were cured 
in that all the lesions regressed in periods varying from 
3 to 9 months and there was no recurrence during the 
follow-up period; (c) 4 patients, after initial improve- 
ment, subsequently disappeared from observation; (d) 
in 3 patients the lesions regressed, only to relapse later, 
the relapse being uncontrollable by chloramphenicol 
alone or combined with bismuth or gold; and (e) 2 
patients, both negresses, died with a final diagnosis of 
acute disseminated lupus erythematosus. In 1 of the last 
2 patients the acute symptoms developed after she 
had taken 35 g. The conditions became worse under 
further chloramphenicol, but there was enough improve- 
ment under corticotrophin for the patient to go home, 
where she died from a cerebral embolus after a week. 
In the other patient the acute symptoms apparently 
developed 3 months after completing a course of 59-5 g. 
The course of the disease was steadily downhill, ending 
in death after a further 3 months in spite of treatment 
with cinchoninic acfd, aureomycin, streptomycin, and 
terramycin. 

[The occurrence of nausea is reported in 1 case, but 
otherwise there is no mention of any adverse effects from 
the prolonged treatment with chloramphenicol in the 
surviving patients.] Benjamin Schwartz 


649. Effect of Adrenocorticoptropic Hormone (ACTH) 
and Cortisone on the Several Varieties of Pemphigus 

C. N. Frazier, W. F. Lever, R. W. Leeper, C. S. - 
Keuper, L. J. BiENVENUE, J. E. LEDONNE, and S. W. 
Levy. Journal of Investigative Dermatology |J. invest. 
Derm.] 17, 55-60, Aug., 1951. 4 figs. 


650. Two Cases of Epidermolysis Bullosa Hereditaria 
Letalis. [In English] 

G. SCHAFFER. Acta Dermato-venereologica [Acta derm.- 
venereol., Stockh.] 31, 704-709, 1951. 2 figs., 8 refs. 
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651. The Diagnosis of Tertiary Syphilis of the Liver: 
25 Years after McCrae 

E. SHAPIRO and H. WEINER. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 222, 494-499, Nov., 
1951. 7 refs. 


The difficulties of diagnosis in cases of tertiary syphilis 
of the liver are ably summarized in a full description of a 
case of obscure abdominal disease in a woman aged 66 
who suffered from recurrent haematemesis and ascites 
over a period of years. Eventually necropsy revealed 
the typical hepar lobatum of tertiary syphilis. The various 
signs, symptoms, and pathology of this condition are 
analysed and discussed from the authors’ experience of 
79 cases, and in relation to the series of cases reported 
by McCrae and by Hahn. Syphilitic lesions were found 
in other organs in 31 cases. The authors find that en- 
largement of the liver is not as frequent as is commonly 
believed. Jaundice, if present, is of slight degree. 
Vascular cutaneous spider naevi, common in nutritional 
cirrhosis, are rare in hepar lobatum. V. E. Lloyd 


652. False-positive Serum Reactions for Syphilis in 
Martinique (Syphiloid Reactions). (Les fausses réactions 
sérologiques de la syphilis 4 la Martinique (Les réactions 
syphiloides)) 

E. Montestsuc, R. BLAcHE, and R. LABARDE. Annales 
de Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 78, 572-575, Sept-Oct., 1951. 8 refs. 


This paper contains a short discussion of the causes 
of false-positive reactions to serum tests for syphilis. 
The authors find that the following diseases (in this order 
of frequency) may be accompanied by false-positive 
syphiloid reactions: yaws, tropical ulcer, pinta (not yet 
positively identified in Martinique), filariasis, cutaneous 
leishmaniasis, leprosy, and gangosa. Of 143 native 
military recruits, free from any sign of syphilis, filariasis, 
or tropical ulcer, 78 gave positive reactions to serum tests 
for syphilis. Of these, 29 were retested after 2 months, 
and in 18 the results were still positive. The authors 
consider that these results indicated the presence of 
syphiloid affections, and stress the importance, especially 
in tropical areas, of not relying on serum tests alone in 
the diagnosis of syphilis. James Marshall 


653. The Preventive Treatment of Congenitally Syphili- 
tic Children Born of Treated Mothers. (Zur Praventiv- 
behandlung connatalluetischer Kinder bereits vorbe- 
handelter Miitter) 

W. FALK and W. KiRCHER.’ Medizinische Klinik [Med. 
Klinik] 46, 1052-1055, Oct. 5, 1951. 


A survey is given of the results of antisyphilitic treat- 
ment of women before and during pregnancy. It is 
pointed out that infants born of mothers who were 
treated before pregnancy may seem at first sight to be 
free of syphilitic symptoms, and that often typical 


symptoms of prenatal syphilis are revealed only after 
careful examination, including radiography. In the 
present series of 72 infants only 21 were found to be 
entirely free of syphilis. The majority of the infected 
children belonged to mothers who had been treated only 
before pregnancy and not during it. More than 40°, 
of the children had positive serological reactions. The 
most frequent organic change was periostitis, though ' 
this alone could not be considered a definite symptom of 
prenatal syphilis; the majority of patients, however, had 
other syphilitic symptoms, such as enlargement of the 
liver and spleen. As a result of these findings it is urged 
that all children born to mothers with a history of 
syphilis at any time should receive anti-syphilitic treat- 
ment whether they show the stigmata of the disease or 
not. Treatment is discussed in detail. 
K. E. Hein 


654. The Treatment of Syphilis in Mother and Child 
and its Results. (Die Behandlung der Lues bei Mutter 
und Kind und deren Ergebnisse) 

J. B. MAyeR and H. F. HERKENHOFF. Annales Paedia- 
trici [Ann. paediatr., Basel] 177, 194-212, Oct., 1951. 
Bibliography. 


The authors present a survey of 151 cases of con- 
genital syphilis in newborn children, observed at the 
University Children’s Hospital, Hamburg-Eppingen, 
during the years 1945-50. They point out that the 
incidence of congenital syphilis is on the increase; 70 
of the mothers were not aware of the fact that they had 
syphilis until the disease was diagnosed in the infant. 
Therefore the authors urge that a routine Wassermann 
test for all expectant mothers be performed. Of the 
present series, 36 mothers had had antisyphilitic treat- 
ment during pregnancy; insspite of this the conclusion 
was reached that the newborn child should be given 
treatment immediately after birth if the mother is less 
than 3 years negative, or if maternal syphilis is first 
discovered during pregnancy. 

The present-day treatment of pregnant women is 
briefly discussed, and the respective value of arseno- 
therapy and penicillin compared. Because of the rarer 
incidence of side-effects and shorter duration of treat- 
ment the authors prefer penicillin. They have come 
to the conclusion that the Herxheimer reaction does not 
follow an “ all-or-none”’ law but that the reaction is 
proportionate to the penicillin dosage. They therefore 
recommend a treatment schedule beginning with 500 units 
3-hourly for 2 days, working up gradually to 25,000 units 
3-hourly on the 17th day and continuing until a total of 
3-5 mega units has been given. This is followed by a 
15-day course of 300,000 units daily of depot penicillin, 
and then by a course totalling 40 g. of “ spirocid” 
(acetarsol), and later on by another 20-day course. of 
300,000 units daily of depot penicillin. There is no 
danger of a Herxheimer reaction after the first course of 
treatment. Ferdinand Hillman 
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655. Problems of Syphilis in Pregnancy. (Probleme 
der Schwangerenlues) 

M. MULLER. Dermatologische Wochenschrift [Derm. 
Wschr.] 124, 1217-1226, 1951. 18 refs. 


656. Penicillin in Peanut Oil and Beeswax for the Treat- 
ment of Early Syphilis 

H. N. BuNDESEN, J. Ropriquez, G. X. SCHWEMLEIN, 
G. E. PArKHurRST, and S. WeINsTEIN. British Journal 
of Dermatology [Brit. J. Derm.] 63, 302-306, Aug.—Sept., 
1951. 


This paper from the Venereal Disease. Treatment 
Center, Chicago, compares the results of two different 
treatment schedules using penicillin in a delayed absorp- 
tion medium on two similar groups of patients suffering 
from acute syphilis. All were given 600,000 units intra- 
muscularly of calcium penicillin in peanut oil with 4% 
beeswax at 24-hour intervals. Group A (98 cases) 
received 8 injections totalling 4,800,000 units in 8 days; 
and Group B (67 cases) had 16 injections totalling 
9,600,000 units in 16 days. All these patients had dark- 
field positive lesions, and about 80% of them were 
observed over a period of 12 to 15 months. Group A 
comprised 20 cases of sero-negative and 20 cases of sero- 
positive primary syphilis, 56 cases of secondary syphilis, 
and 2 of relapsing secondary syphilis. In Group B, 
9 patients were treated for sero-negative and 13 for sero- 
positive primary syphilis, 43 for secondary syphilis, and 
2 for relapsing secondary syphilis. 

In Group A the cumulative percentage of successful 
results was 86°2°%, against 87-7% in Group B. As the 
stage of disease before treatment might have biased the 
figures, a more accurate comparison was made by ana- 
lysing the secondary cases. In Group A, the failure 
rate for 56 cases was 15:2%, against 18-6% for 43 cases 
in Group B. In 159 patients with secondary syphilis 
given a total of 4,800,000 units of aqueous crystalline 
benzyl penicillin over 74 days at intervals of 3 hours, the 
failure rate was 14°%. Ina similar group of 136 patients 
who received the same total amount of penicillin at 2- 
hour intervals, the failure rate was 15%. 

It is concluded that single daily injections of penicillin 
with oil and beeswax are nearly as effective as multiple 
daily injections, provided that the same total amount of 
penicillin over the same period is given. Also, that in- 
creasing the time of administration of the penicillin from 
8 to 16 days and doubling the amount of penicillin from 
4°8 to 9-6 mega units has no further beneficial effect. 

T. Anwyl- Davies 


657. The Treatment of Syphilitic Aortitis with Penicillin. 
(Le traitement des aortites syphilitiques par la pénicilline) 
C. Lian, R. Nepey, and A. Cassimatis. Presse Médicale 
[Pr. méd.] 59, 1321-1322, Oct. 13, 1951. 14 refs. 


The authors review some of the literature on the treat- 
ment of cardiovascular syphilis with penicillin, noting 
the change from the early adverse results to the more 
favourable reports of recent years, and confirming-that 
complications of penicillin treatment per se are rare. 
They then describe the results of their treatment of 24 
cases of syphilitic aortitis at the Clinique Médicale de la 


Pitié in Paris since 1947; 19 of these patients had aortic 
incompetence, 2 had aneurysms, and 3 had both aneurysm 
and incompetence, while in 14 cases there was associated 
neurosyphilis. Penicillin was administered intramus- 
cularly in aqueous solution in doses varying from 
200,000 to 1,000,000 units daily in courses of 10 to 15 
days. In many cases repeated courses were given, and 
in 13 cases the treatment was preceded by injections of 
mercuric cyanide or of bismuth for 1 week. Tolerance 
was good; in no case was there a true Herxheimer 
reaction, but 3 patients had transient fever and there was 
1 case of urticaria. 

Only 10 patients were followed up for any length of 
time. Of these, 2 out of 7 with cardiac failure died 
within 2 years, 4 had recurrence of failure, and only 1 
remained well after a year. Of 3 patients without failure, 
1 died of bronchopneumonia, the condition in 1 continued 
to develop, and 1 remained well after 3 years. 

The authors were particularly impressed with the 
marked alleviation of angina, where present, from the 
beginning of penicillin treatment. They stress the neces- 
sity for adequate treatment of any existing cardiac failure 
before starting anti-syphilitic therapy, and they advise 
continued treatment with alternate courses of penicillin 
and of mercuric cyanide and bismuth. : 

Benjamin Schwartz 


658. Penicillin in the Treatment of Neurosyphilis 

W. D. Nicot and M. WuHeELEN. British Journal of 
Venereal Diseases (Brit. J. vener. Dis.] 27, 132-142, Sept., 
1951. 1 fig., 16 refs. 


The authors present their results of the treatment of 
3 groups of neurosyphilitic patients at the Horton 
Hospital, Epsom, Surrey. The first group (31 patients) 
were given penicillin only; the second group (152 
patients) received treatment with penicillin and malaria; 
and the third group (280 patients) received malaria 
treatment only. 

The age incidence in the series and the history of 
previous antisyphilitic treatment, when ascertained, were 
much the same. The highest incidence occurred in the 
decade 41-50 in the group given penicillin-and-malaria 
treatment and the group receiving malaria only, and in 
the decade 51-60 in that given penicillin only. The 
history of previous treatment weighed in favour of the 
malaria-treated group, with 42% of cases; in the peni- 
cillin-with-malaria group the figure was 31%, and in the 
group given penicillin only it was 33%. The proportion 
of cases having had no previous treatment was roughly 
50% in each group. 

With regard to types of neurosyphilis, there was little 
difference in the proportion of cases of general paralysis: 
70% each for the malaria and penicillin-with-malaria 
groups and 74:2% for the group given penicillin only. 
Taboparetics constituted 10%, 12%, and 3-2% respectively 
of each group. The duration of the disease was stated 
to be of prognostic importance. In the penicillin-with- 
malaria group 43% received treatment within 6 months, 
compared with 22% in the malaria-treated and 16°1% in 
the penicillin-treated group. It is pointed out, however, 
that the true onset was very difficult to judge accurately. 


| 
| 
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The length of follow-up varied from 6 months to 3 years, 
although some patients were followed up much longer; 
but for the purposes of the investigation the period of 
comparison was restricted to 3 years. In treatment 
mixed penicillins in aqueous solution were used through- 
out with | exception, when penicillin in oil-wax was 
given. Patients received 300,000 units intramuscularly 
once daily, and towards the end of the period the dosage 
was increased to 300,000 units twice daily. All patients 
were given a total of 4,200,000 or 8,400,000 units over a 
period of 14 days. 

The authors analyse in a table the clinical and sero- 
logical results of treatment. In the asymptomatic cases 
success or failure was judged by progress of changes in 
the cerebrospinal fluid and whether or not symptomatic 
neurosyphilis finally developed. At the end of the 3- 
year period 86-5% of patients in the penicillin-with- 
malaria group were alive, while only 69°%% of those in the 
-malaria-treated group survived. In comparing the 
recovery rates it is probably more accurate to combine 
the “* recoveries and “* improvements the difference 
in the two groups combined is not marked—65% in the 
penicillin-with-malaria group and 59% in the malaria 
group. The figures under “ no change ”’ are of doubtful 
significance: some patients may eventually die of the 
disease while others continue unchanged for almost 5 
years; the latter should perhaps be included with * treat- 
ment successes ’’, while in the former the disease slowly 
progresses. 

In the 3 years reviewed only 3 of the malaria-treated 
patients had a clinical and serological relapse. One 
patient died during treatment with penicillin only, pro- 
bably owing to a Herxheimer reaction. Three patients 
in the same group died within a month of treatment: 
these deaths were not directly due to neurosyphilis, and 
all 3 patients were in poor physical condition before 
treatment was started. The difference in death rate 
between the penicillin-with-malaria and the malaria 
groups is probably partly due to the fact that since the 
discovery of penicillin a patient who is a poor risk for 
malaria treatment is either treated with penicillin only 
or given penicillin first and malaria therapy later, when 
his condition has improved. In the authors’ opinion 
penicillin does not appear to have made any difference 
to the serological changes in the blood; in the cerebro- 
spinal fluid the cell count was found to have become 
rapidly normal and to have remained so in all 3 groups. 
The change was thought to have taken place within 6 
months. 

With regard to protein content, at the end of the 3 
years 65% of the penicillin-with-malaria group and 63% 
of the malaria series had normal levels. A negative 
Wassermann reaction was found in 74°% of the penicillin- 
with-malaria group after 3 years; in 78°% of these the 
reaction had become negative | year after treatment. 
In the group given malaria only, 67-5°%% had a negative 
reaction after 3 years, and of these 55°, were negative 
| year after treatment. The Lange curve in the penicillin- 
with-malaria group had reverted to normal after 3 years 
in 80-5%, and 65% of these had a normal curve within 
| year. In the malaria group the corresponding per- 
centages were 67:5 and 55. In the authors’ opinion the 


penicillin-treated group was not comparable with the 
other groups. Only 4 Herxheimer reactions were seen 
in 153 cases, one fatal. In certain cases penicillin alone 
was found to be adequate, and in some cases | course of 
penicillin was inadequate; there was no evidence that 
these latter patients would show improvement with 
further penicillin treatment, but they responded well to 
combined penicillin and malaria treatment. 

The authors consider that treatment with combined 
penicillin and malaria is much more effective than with 
malaria alone, and in their opinion penicillin should 
supersede tryparsamide in treatment. With regard to 
penicillin administration, they consider that an initial 
high blood level should be aimed at, and, provided the 
injections are given at the required intervals, this can be 
better attained with the sodium salt in aqueous solution 
than with the procaine preparation. They conclude by 
reviewing the work of others, and suggest that penicillin 
has usurped the part played by malaria in treatment, 
but feel that it would be unwise to eliminate the latter 
altogether. They considerhat penicillin is the main line 
of treatment, and malaria therapy only supplementary in 
the more severe forms of parenchymatous neurosyphilis. 

H. S. Laird 


659. Terramycin in the Treatment of Yaws and Tropical 
Ulcer 

O. Amporo and G. M. FINpDLAy. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
R. Soc. trop. Med. Hyg.] 45, 261-263, Oct., 1951. 
11 refs. 


A series of 6 children with secondary yaws were 
treated with terramycin orally for 7 days, 3 receiving | g. 
twice daily, and 3 receiving 0-75 g. twice daily. All the 
lesions healed in 1 to 4 days, with an even more rapid 
disappearance of spirochaetes. No recurrence was ap- 
parent during the 3 months after completion of treatment, 
at the end of which time the Kahn reaction showed a 
decrease but had not yet become negative. In 6 cases of 
tropical ulcer similarly treated the ulcers became sterile 
in 72 hours, with no relapse during the next 3 months. 
There were no signs of toxicity. J. L. Markson 


660. The Treatment of Tropical Ulcers with Aureomycin 
Ointment 

O. Amporo and G. M. FinpLay. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
R. Soc. trop. Med. Hyg.] 45, 265-267, Oct., 1951. 4 refs. 


Tropical ulcers on the legs of 12 children were treated 
by the daily application of 3% aureomycin ointment on 
lint. Smears of the pus were examined before, and daily 
after, treatment. The ulcers became sterile after 3 to 5 
days’ treatment, that is, more slowly than with oral 
therapy, but healing occurred more rapidly. . All the 
ulcers, some of which were 3 to 4 cm. in diameter, were 
healed completely in 12 to 14 days, and it is suggested 
that this rapid healing may be explained by the provision 
by aureomycin of a growth factor in which the de- 
vitalized tissues are deficient. J. L. Markson 


See also Bacteriology, Abstracts 485-6. 
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661. The Differential Diagnosis of Paget’s Disease 
Affecting a Single Bone. 
mpH (6one3HH 
Tlemxera) ux 
3Ha4eHHe) 

S. A. Remserc- and I. G. LaGuNova. Xupypeua 
[Khirurgiya] 19-26, No. 7, 1951. 3 figs., 3 refs. 


There is usually no difficulty in the diagnosis of a 
typical case*of Paget’s disease of bone, but early cases 
which involve only 1 bone may present a more serious 
problem. The authors reviewed 33 such cases in patients 
whose ages ranged from 20 to 69 years. The bones 
affected were the tibia (13), skull (6), humerus (4), 


pelvis (4), femur (2), rib, scapula, os calcis, and vertebra © 


(1 case each). The radiological appearances showed 
considerable variation, but 3 types could be distinguished: 
the trabecular, the diffuse decalcifying, and the marble- 
like or macular. 

During the period of observation the lesions did not 
spread to other bones, and were seen in old and young 
patients equally often. The authors bélieve that the 
condition in which a single bone is affected constitutes 
a separate entity in the group of osteodystrophies known 
as Paget’s disease. The importance of correct diagnosis, 
in order to avoid major therapeutic mistakes, is stressed. 

Z. W. Skomoroch 


662. Disturbances of Liver Function in Children Suf- 
fering from Rheumatism. Hapyle- 
HHA MpH peBMaTH3Me y 

A. F. Fappeeva. Bonpoce: [Teduampuu [Vop. Pediat.] 
19, 29-36, No. 4, 1951. 


A total of 86 children aged from 4 to 15 years and 
suffering from “* acute rheumatism ’’—either rheumatic 
fever or chorea—were subjected to 1 or more of 10 
different liver function tests. 

The detoxicating function of the liver as measured by 
the hippuric acid excretion rate was found to be more 
depressed than other functions; it varied according to 
the duration of the illness. Thus during the first 3 10-day 
periods from the first attack of rheumatic fever hippuric 
acid excretion progressively diminished, but began to 
increase again during the fourth period of 10 days and 
approached the lower limit of normal after the 60th day. 
During the first attack of ‘* rheumatism ”’ sufferers from 
chorea showed greater depression of hippuric acid 
excretion than did those with rheumatic fever. 

The galactose test showed a depression of glycogenesis 
in the majority of cases: glucose tolerance curves were 
also found to be abnormal. The hyperglycaemic response 
to adrenaline was depressed. Total plasma protein level 
fell during relapses, but not during the first attack of 
rheumatism. Albumin content was reduced more than 
that of globulin. During the acute febrile stage the 
coagulation time was usually reduced. Urea formation 
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after loading with ammonium acetate was found to be 
normal in 4 out of 10 patients during their first attack, 
but abnormal (reduced) in all the 11 patients studied 
during a relapse. Excretion of bile salts in the urine was 
found to be increased in 8 out of 10 cases studied, both 
during the first attack and during relapses. 

[The numerical data are often insufficient or inade- 
quately presented.] A. Swan 


663. Effect of Cortisone and Corticotropin (ACTH) on 
the Acute Phase of Rheumatic Fever. Further Observa- 
tions 

A. R. Barnes, H. L. SmirH, C. H. Stocums, H. F. 
Po..ey, and P.S. HENCH. American Journal of Diseases 
of Children [Amer. J. Dis. Child.| 82, 397-425, Oct., 1951. 
16 figs., 6 refs. , 


In studying the effect of any therapeutic agent in a 
self-limiting disease such as rheumatic fever it is important 
to note the point in the course of the disease at which the 
agent is administered, as the effect is likely to vary con- 
siderably at different stages. For the purpose of analysis 
of the effects of treatment with cortisone and ACTH the 
authors’ patients were therefore classified into the fol- 
lowing categories: (1) those with acute rheumatic fever 
in the first attack and without cardiac damage (8 cases); 
(2) those with acute rheumatic fever in the first attack, 
but complicated by rheumatic carditis (2 cases); (3) those 
with a recurrent attack of rheumatic fever complicated 
by previous cardiac damage (4 cases). 

The authors found that the hormones suppressed the 
acute manifestations of rheumatic fever, but that until 
the disease had run its usual course exacerbations re- 
curred when they were discontinued. To be most 
effective it seems that the “hormones should be given in 
adequate amounts early in the acute phase of the attack 
and administration continued in reduced amounts until 
the activity of the disease is at an end. The authors 
state that their experience in these cases gives rise to the 
hope that early adequate administration of these hor- 
mones in initial or subsequent attacks of rheumatic 
fever may prevent or minimize permanent cardiac 
damage in a majority of cases, although it will need 
several years of follow-up before it can be seen how fully 
this hope is justifiable. Only in one case had treatment to 
be discontinued owing to the occurrence of side-effects. 

W. S. C. Copeman 


664. Monarticular Trauma and Rheumatoid Arthritis 
M. KeELty. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 10, 307-319, Sept., 1951. Bibliography. 


After reviewing the literature stressing the relationship 
between monarticular trauma and the onset of rheuma- 
toid arthritis the author gives details of 32 personally 
observed cases. These he regards as examples of true 
‘“* traumatic ’’ rheumatoid arthritis, because in all cases 
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trauma was the only visible causative factor; the injured 
joint failed to recover, and remained swollen and painful 
for up to 2 years until a second joint was involved; and 
in most cases other joints became involved later. In the 
majority of the cases the joint originally injured was the 
knee or other large joint, but in some it was a foot or a 
hand, and in 2 instances rheumatoid arthritis followed 
injury to the spine. The clinical course of the disease 
did not otherwise differ greatly from the usual. In 13 
cases the second joint to be involved was the contra- 
lateral joint to the injured one, and in 12 cases the disease 
involved other joints symmetrically after monarticular 
trauma. In 3 instances spread appeared to be precipi- 
tated by further trauma to the original joint. 

The author considers that the large incidence of sym- 


metrical spread indicates that a neural mechanism is’ 


involved, and is probably induced by impulses originating 
from the damaged tissues. Ellis Dresner 


665. Splenectomy in Rheumatoid Arthritis 

F. Bacu and J. H. Jacoss. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 10, 320-327, Sept., 1951. 
3 figs., 22 refs. 


Information is given concerning the progress of 10 
patients who underwent splenectomy for rheumatoid 
arthritis. Two women operated on in 1938 had amy- 
loidosis of the spleen: one died 6 years later from 
gastro-enteritis; the disease in the other was inactive 
when she was seen 12 years later, but there was radio- 
logical evidence of ‘increased articular destruction. In 2 
patients operated on in 1944 and 1945 the disease has 
been inactive for 6 and 5 years respectively, and the 
erythrocyte sedimentation rate (E.S.R.), previously 
raised, has remained normal. The other 6 patients 
underwent splenectomy in 1949 and 1950 and have been 
observed for 8 to 13 months. In one patient the 
disease is quiescent, 4 are improved, and one is slightly 
improved. In all patients in this group the E.S.R. 
fell and the erythrocyte and leucocyte counts rose 
after operation. An immediate rise in plasma protein 
level occurred in 4 cases, and in alkaline-phosphatase 
level in 5 cases. The excised spleens in this group 
showed non-specific changes. 

Although they regard the results of splenectomy in 
these patients as in many ways comparable to the results 
obtained by cortisone and ACTH therapy, the authors 
stress that splenectomy has as yet no place in the treat- 
ment of rheumatoid arthritis, and urge that the relation 
of the spleen and bone marrow to rheumatoid arthritis 
be further studied. Ellis Dresner 


666. Copper Treatment of Experimental and Clinical 
Arthritis 

W. C. KUZELL, R. W. SCHAFFARZICK, E. A. MANKLE, 
and G. M. GARDNER. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.} 10, 328-336, Sept., 1951. 20 refs. 


The administration of organic copper salts has recently 
been claimed to be of benefit in the treatment of rheuma- 
toid arthritis. In this study the authors investigated the 
effects of 2 organic copper salts (“‘ cupralene ” and “ di- 
cuprene ’’) administered parenterally to 65 patients with 


chronic rheumatic disease. The results were evaluated 
clinically by using the scoring system advocated by the 
American Rheumatism Association. 

The compounds were found to be of no value in 31 
cases of rheumatoid arthritis and 3 of ankylosing spon- 


dylitis; 3 cases of Reiter’s syndrome went into re-~ 


mission. Of 18 cases of chronic gout 8 had a partial 
remission, but routine treatment with colchicine and sali- 
cylate was continued during the trials of the copper 
salts. One case of disseminated lupus erythematosus 
improved slightly. Toxic effects of the compounds were 
minimal. 

Generally these copper salts were therapeutically in- 
effective clinically, and were also ineffective in preventing 
or curing experimental polyarthritis of rats ‘(produced by 
pleuropneumonia-like organisms. Ellis Dresner 


667. Rheumatoid Nodules: a Study in their Patho- 
genesis and the Effects of Cortisone and ACTH 

T. E. Hunt and A. J. BLANCHARD. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 10, 337-346, Sept., 
1951. 8 figs., 10 refs. 


The authors review the histology of the rheumatoid 
nodule. These nodules exhibit three distinct features: 
a central zone of necrosis and fibrinoid alteration; this 
is surrounded by an intermediate zone where histiocytes 
and young fibroblasts appear in palisade formation and 
there is infiltration with small round cells; thirdly, there 
is an outer zone of fibrous tissue containing many blood 
vessels. The pathogenesis of these nodules is discussed. 
It appears that the amorphous ground substance of the 
subcutaneous connective tissue first becomes mucoid and 
oedematous owing to spreading and fraying of collagen 
fibres. The altered ground substance stains meta- 
chromatically with toluidine blue. The acid mucopoly- 
saccharides of the ground substance are apparently 
precipitated by an alkaline protein and characteristic 
fibrinoid is produced. There is a proliferative inflam- 
matory response in the surrounding tissues; ‘this results 
in the palisading of fibroblasts and histiocytes, but the 
palisade layer is constantly being absorbed by the central 
necrotic area. 

The reaction of the rheumatoid nodules to cortisone 
and ACTH was studied in 6 patients, 4 of them severely 
afflicted and 2 moderately afflicted; they were given 
sufficient hormone to- induce satisfactory remission. 
Clinically the patients responded well; in all of them the 
nodules grew smaller but did not disappear. Maximum 
regression of the nodules occurred in 3 or 4 weeks, after 
which they grew no smaller. On cessation of therapy 
the nodules rapidly grew again. Biopsies of the nodules 
showed that under the influence of the hormones the 
central oedema was quickly reduced, and there was a 
striking reduction in the surrounding inflammatory re- 
action and palisading; on withdrawal of the hormones 
these changes were again reversed. 

In a discussion of the possible mode of action of the 
hormones the authors comment that in scorbutic granu- 
lation tissues metachromasia develops in the ground 
substance when ascorbic acid is administered, and sub- 
sequently normal granulation tissue is produced. It 
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may be, therefore, that ‘cortisone and ACTH cause local 
ascorbic acid deficiency. Again, it may be that the 
hormones cause a local hyaluronidase effect, but the 
authors do not favour this suggestion. Thirdly, it may 
be that the hormones protect the connective tissue and 
intercellular substances from injurious agents, or lastly, 
they may act to bring about a more normal antigen— 
antibody relationship. The paper is illustrated by 
numerous photomicrographs. « W. Tegner 


668. Reappearance of Abnormal Laboratory Findings 
in Rheumatic Patients following Withdrawal of ACTH or 
Cortisone 

S. R. ZieGRA and A. G. KUTTNER. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 222, 516-522, 
Nov., 1951. 6 figs., 8 refs. 


From a series of 16 children with unequivocal signs of 
rheumatic carditis treated at the Bellevue Hospital, New 
York, with one or more courses of ACTH or cortisone, 
4 cases are reported in detail in order to demonstrate 
the occurrence of abnormal laboratory findings or “ re- 
bound phenomena” after withdrawal of the specific 


therapy, even in the absence of a clinical relapse. The: 


serum gamma-globulin level, the erythrocyte sedimenta- 
tion rate, the serum antistreptolysin-O titre, and par- 
ticularly the serum content of C-reactive protein, were 
shown to become abnormal again after the withdrawal, 
either abruptly or gradually, of ACTH or cortisone, the 
C-reactive protein level being the first to relapse. Similar 
rebound phenomena were noted after subsequent courses 
in the same patient. The rebound phenomena subsided 
in the course of 2 or 3 weeks in cases of uneventful clinical 
recovery, but those re-treated at the height of, or during 
the subsidence of, the rebound phenomena showed an 
even greater degree of abnormality on the cessation of the 
subsequent course. The authors consider that the pres- 
ence of C-reactive protein in the serum should be 
regarded as the most important laboratory sign of 
rheumatic activity and state that “ the reappearance of 
this substance following withdrawal of therapy in patients 
in whom rheumatic activity has not subsided completely 
may be considered a specific indication that the inflam- 
matory stimulus of the rheumatic process has again be- 
come active”’. [This is perhaps somewhat difficult to 
reconcile with the earlier statement that “* the laboratory 
rebound phenomena . . . subsided promptly and the 
children made an uneventful recovery without further 
therapy Harry Coke 


669. Thromboembolic Complications Associated with 
ACTH and Cortisone Therapy 
S. W. Coscrirr. Journal of the American Medical 
Association [J. Amer. med Ass.] 147, 924-926, Nov. 3, 
1951. 7 refs. 


The author, working in the Presbyterian Hospital, 
New York, has found that 28 patients out of 700 receiving 
ACTH or cortisone therapy had one or more thrombo- 
embolic complications, with a total of 40 episodes. 
Increased coagulability of the blood had previously been 
noted in patients treated with ACTH and cortisone, and 
the purpose of the author in making an analysis of the 


28 cases was to determine if possible the relationship 
between the thrombo-embolic complications and the 
hormone therapy. 

Of the 28 patients 21 (75%) were aged between 40 and 
79, the age range in which thrombotic disease is usually 
encountered. Of the 40 thrombo-embolic episodes 19 
occurred in patients confined to bed, 8 in patients who 
were semi-ambulatory, and 13 in patients who were 
ambulatory. Most of the patients were suffering from 
diseases in which cortisone or ACTH therapy is usually 
considered to be of some value; 12 of the patients were 
being treated for rheumatoid arthritis. Some of the 
patients, however, had septic conditions which might 
predispose to thrombotic complications. Thrombo- 
embolic episodes occurred equally in the ACTH- and 
cortisone-treated cases; 19 of the 28 patients had 
received cortisone or ACTH for 3 weeks, others for 
longer periods, up to 9 months, before the onset of the 
thrombosis. In 18 patients the first thrombo-embolic 
episode occurred during hormone therapy, in 10 patients 
after it had been discontinued, ‘and in 7 of these 10 
within 1 week of stopping the treatment. Thrombo- 
embolic complications occurred more frequently in those 
receiving the higher doses of cortisone or ACTH. 

The author points out that comparative statistics which 
would indicate the incidence of thrombotic phenomena in 
a similar group of patients are not available, but he 
considers nevertheless that the occurrence of 40 throm- 
botic episodes in 28 patients from among 700 patients 
receiving cortisone or ACTH therapy is greater than 
would be expected. C. E. Quin 


670. The Course and Prognosis of Periarthrosis 
Humeroscapularis with Generalized Symptoms. (Forlob 
Og prognose ved periarthrosis humeroscapularis, specielt 
med almensymptomer) 

E. MEULENGRACHT and M. ScHwartz. Nordisk 
Medicin [Nord. Med.] 46, 1629-1633, Oct. 31, 1951. 
3 figs. 


A survey of 78 cases of humeroscapular periarthrosis 
is presented, with special reference to those with general 
symptoms. Various possible predisposing factors, such 
as injury or prolonged confinement to bed, were con- 
sidered without any definite correlation being found, and 
there appeared to be no connexion with other diseases. 
In 14 cases (18%) Dupuytren’s contracture occurred, 
always following the onset of the shoulder condition. 
In 18 cases (23°%) there were more general symptoms and 
signs, such as anaemia, increased erythrocyte sedimenta- 
tion rate, and pyrexia. 

The duration of the disease varied between 6 months 
and 1 year in most cases, but the final prognosis was 
good—60 out of 71 patients followed up being symptom- 
free after an average period of 3-2 years. If the symp- 
toms persist longer than 2 years, however, complete 
recovery seemed unlikely. There was no essential dif- 
ference in prognosis between cases with general signs and 
those with local signs only, but the prognosis of the 
Dupuytren’s contracture was poor, the condition tending 
to progress irrespective of what happened to the shoulder 
condition. J. W. S. Lindahl 
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671. Effect of 3-Hydroxyphenyldimethylethylammonium 
Chloride (Tensilon) in Myasthenia Gravis 

M. R. WESTERBERG, K. R. MAGEE, and F. E. SHIDEMAN. 
University of Michigan Medical Bulletin (Univ. Mich. 
med. Bull.| 17, 311-316, Sept., 1951. 2 figs., 6 refs. 


3 - Hydroxyphenyldimethylethylammonium chloride 
(“ tensilon’’) was given by injection to 12 subjects; 
9 were suffering from myasthenia gravis, 1 from peri- 
pheral neuritis, and 2 were normal controls. An initial 
dose of 10 mg. was given intravenously and further 
injections were given at varying intervals. Two of the 
patients had no other medication for 36 hours before 
testing, 3 were kept on a maintenance dosage of tetra- 
ethyl pyrophosphate (TEPP) and atropine, and 4 had 
taken neostigmine, with or without ephedrine and 
potassium, before being tested. The drug had a beneficial 
effect in all cases of myasthenia, regardless of previous 
medication. The maximum improvement occurred be- 
tween 1 and 10 minutes after the injection, strength 
diminishing during the next 10 minutes, after which there 
was a secondary but minor improvement. In most cases 
the strength had returned to the pre-injection level within 
60 to 90 minutes. The increase in strength was some- 
times quite dramatic. Side-effects were minimal and 
transitory, and included distorted vision, lacrimation, 
muscle twitching, perspiration, abdominal symptoms, 
dizziness, and a fall in blood pressure and pulse rate; 
these symptoms appear to be diminished by atropine. 

Hugh Garland 


672. Effects of Administration of the Adrenocortico- 
tropic Hormone (ACTH) on Patients with Myasthenia 
Gravis 

C. Torpa and H. G. Woirr. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 66, 163-170, 
Aug., 1951. 2 figs., 12 refs. 


The effects of treatment with ACTH were studied in 
15 patients between the ages of 13 and 61 suffering from 
myasthenia gravis of 1 to 17 years’ duration. Each 
patient received 25 mg. of ACTH every 6 hours for 5 
days, in addition to neostigmine and other therapy. 
Electromyographic studies and acetylcholine-synthesis 
determinations were carried out daily. During the last 
2 days of administration of ACTH and for a few days 
thereafter a gradually increasing disability occurred, con- 
sisting mainly of asthenia, malaise, headache, and in- 
somnia, and one patient with bulbar signs died on the third 
day of treatment. In the remaining 14 cases improve- 
ment began during the first week after the last injection 
_ and continued for a few weeks. Improvement included 
increased well-being and increased work performance 
on a reduced intake of neostigmine, and 4 patients were 
able to omit neostigmine altogether. Second and third 
courses of ACTH were given at intervals of 4 weeks to 
10 months. Of the 15 patients who were given 500 mg. 


Nervous System 


of ACTH, 10 showed a second partial remission of 
considerable duration. 

[These observations require confirmation; the risks in 
myasthenics afready showing bulbar symptoms may be 
considerable. ] Hugh Garland 


673. Use of Methylphenylsuccinimide in Treatment of 
Petit Mal Epilepsy 

F. T. ZIMMERMAN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 66, 156-162, Aug., 
1951. 


‘N-Methyl-«-phenylsuccinimide PM334”’) has been 
used by the author in the treatment of epilepsy. It was 
selected for trial from a large number of drugs tested for 
their protective action against leptazol-induced con- 
vulsions in animals. The dose is considerably smaller 
(500 mg. per kg. body weight) than that of troxidone 
(trimethadione, “*tridione”’), suggesting that PM334 
may be 4 times as effective. A series of 50 cases of 
petit mal were treated, being chiefly those which had 
proved intractable to treatment with other drugs or in 
which toxic symptoms had developed. Patients were 


included even though the wave-and-spike complex was > 


absent from the electroencephalogram. The average 
daily dose of PM334 was 2-4 g. in 0:3 g. capsules taken 
8 times a day. The maximum dose was 4 g. per day, 
and as much as 1°5 g. was given to a 6-month-old infant. 
The usual practice was to give 0-3 g. 3 times daily, in- 
creasing the dose by 0-3 or 0-6 g. each week until the 
average daily dose of 2:4 g. was reached. Toxic symp- 
toms appeared in 22% of the series, compared with 55% 
of a similar series taking troxidone. The most usual 
toxic symptoms were nausea, dizziness, and drowsiness. 
There seemed to be little or no relationship between the 
size of dose and the appearance of toxic symptoms, and 


it is possible that different toxic manifestations might’ 


appear after more prolonged use. 

[It would seem that this drug may be more powerful 
and less toxic than troxidone in the treatment of minor 
epilepsy.] Hugh Garland 


674. Paroxysmal Abdominal Pain. A Form of Epilepsy 
in Children 

P. F. A. Hoerer, S. M. COHEN, and D. McL. GREELEY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 147, 1-6, Sept. 1, 1951. 5 figs., 18 refs. 


Recurrent paroxysms of abdominal pain, sudden in 
onset, severe, and usually described as colicky, have been 
noted in a series of 31 children, 21 of whom were followed 
up for periods up to 10 years. The pain in most instances 
was peri-umbilical and epigastric, was associated with 
other gastro-intestinal symptoms, and, in several cases, 
1ecurred a number of times in 2 or 3 days. In 16 cases 
sleep, lasting up to several hours, followed the attacks 
whether these occurred during the day or at night. Fever, 
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sweating, and headache were other associated symptoms. 
In addition, many of the children showed behaviour 
abnormalities or vasomotor disturbances. Early history 
revealed onset of the attacks in infancy in most cases. 
In 2 cases there had been a complicated forceps delivery 
and there was a history of encephalitis in 3 cases, followed 
immediately in 2 of them by onset of the syndrome. 
Frank epilepsy occurred in 9 cases; in 5 of these the 
abdominal-pain syndrome was established before the 
appearance of epilepsy. Electroencephalography (EEG) 
showed abnormalities in 30 cases, one tracing being 
classed as “ borderline’’. The main abnormality was 
slow activity, with additional spike activity in half the 
cases. Abnormalities were most marked in frontal leads. 
In no case, however, was an electroencephalogram ob- 
tained during a paroxysm. The EEG in normal children 
of the same age groups differed significantly. 

In 9 cases the attacks ceased completely after adoles- 
cence, in a further 5 a distinct improvement occurred, 
while in 5 others the attacks became worse at this time. 
The details of 6 cases are recounted, in one of which 
necropsy was performed (death occurring from ‘“* mes- 
antoin”’ (methoin) sensitivity and aplastic anaemia). 
Diffuse cortical changes were seen, but no focal lesion. 
No conclusions were drawn concerning the effect of 
anticonvulsant therapy in this series. 

The authors conclude by reviewing evidence in the 
literature of cerebral influence on visceral motility and 
lesions, and of EEG abnormalities associated with ab- 
dominal pain, They regard the syndrome as a mani- 
festation of epilepsy, in the widest sense. 

J. C. Brocklehurst 


675. Phenacemide in Treatment of Epilepsy 

M. W. Ty cer and E. Q. KinG. Journal of the American 
Medical Association {[J. Amer. med. Ass.| 147, 17-21, 
Sept. 1, 1951. 18 refs. 


Phenacemide (phenacetylcarbamide, phenurone is 
a drug with a light sedative action and a marked anti- 
convulsant action. In this paper the results reported by 
various workers in treating epilepsy with phenacemide 
are reviewed. A total of 1,539 cases is thus considered, 
clinical findings are classified, and conclusions are drawn 
from the total series. . 

Some improvement was noted in 65% of the patients 
treated with phenacemide, either alone or in combination 
with other anticonvulsants. In 35% of the cases the 
seizures were controlled completely or reduced in fre- 
quency by 75% or more. When phenacemide was used 
alone, its effect was greatest in psychomotor epilepsy. A 
greater effect was found when phenacemide was used 
in combination with one or more other drugs. In 
grand mal and petit mal, phenacemide and diphenyl- 
hydantoin was the most effective combination. In 
psychomotor epilepsy the best results were obtained by 
using phenacemide, diphenylhydantoin, and phenobarbi- 
tone together. 

The chief side-effect attributed by the authors to 
phenacemide therapy was change in personality. This 
was found in approximately 17% of all cases. In many 
patients with previous psychological disturbances the 
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personality change constituted an improvement. Liver 
damage was found in 2°% of the series, and was the cause 
of death in 4 patients. The recommended dosage is 
0-5 g. 3 times daily, increasing at weekly intervals by 
0-5 g. per day until seizures are controlled or side-effects 
develop; 2 to 3 g. daily is usually sufficient for an adult. 
The maintenance dose should be the smallest amount 
which controls the seizures adequately. 

The authors recommend that phenacemide should not 
be used until other anticonvulsants have been found 
ineffective. The dosage indicated above may be used in 
combination with other medication with which some 
degree of control of seizures has already been obtained. 
Complete blood counts should be made each month, 
and urinary urobilinogen estimations made at frequent 
intervals. J. C. Brocklehurst 


676. On the Interpretation of Experimental Studies of 
Cortical Motor Function: with Special Reference to the 
Operational View of Experimental Procedures 

F. M. R. WatsHe. Brain [Brain] 74, 249-266, 1951. 
36 refs. 


677. On Changes in Circulation through the Anterior 
Cerebral Artery. A Clinico-Angiographical Study. [In 
English] 

S. ETHELBERG. Acta Psychiatrica et Neurologica {Acta 
psychiat., Kbh.| Suppl. 75, 1-211, 1951. 120 figs., 
bibliography. 


678. Electroencephalographic Findings in Verified Throm- 
bosis of Major Cerebral Arteries (14 Cases) 

E. V. Jones and B. K. BAGcut. University of Michigan 
Medical Bulletin (Univ. Mich. med. Bull.] 17, 295-310, 
Sept., 1951. 9 figs., 16 refs. 


Since a review of the literature yielded little information 
on the effect of cerebral thrombosis on the electroen- 
cephalogram (EEG), the records of 14 patients with 
verified thrombosis of major cerebral arteries, admitted 
to the University’ of Michigan Hospital over a period of 
8 years, were studied. The thrombosis was verified in 
6 cases by exposure of the thrombosed artery in the neck, 
in 5 by arteriography, in 1 by arteriography and cranio- 
tomy, in | by arteriography and necropsy, and in 1 by 
necropsy alone. 

The hemisphere involved was indicated by the EEG in 
all cases. The following signs appeared to suggest that 
the lesion was vascular rather than neoplastic: (a) tem- 
poral dispersion of hemispheric delta or slow-wave 
bursts; (6) spiky, triangular, or abortively triangular 
focal delta waves at 2 to’7 c.p.s. with noticeable positivity 
or negativity; (c) focal abortive spike-and-wave forms. 
Sign (a) was present in 12, (6) in 10, and (c) in 5 cases. 
The original interpretations incorrectly favoured neo- 
plasm in 6 cases and correctly favoured vascular lesions 
in 8. It is considered that the site of a thrombosis can 
be consistently determined in respect of the hemisphere 
involved, and can usually be located more precisely by 
means of the EEG, but that it is usually not possible to 
differentiate between thrombosis of the middle cerebral 
and internal carotid arteries. Hugh Garland 
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679. Encephalopneumotherapy. 
thérapie) 

G. DesHaies and M. Le Pournitt. Annales Médico- 
Psychologiques [{Ann. méd.-psychol.| 2, 280-297, Oct., 
1951. 20 refs. 


The authors describe their results in the treatment of 
78 patients by encephalopneumotherapy. The majority 
of the patients were schizophrenics or manic-depressives, 
but patients with confusional states, epileptics, and low- 
grade mental defectives were also treated. The tech- 
nique, which is described in detail, is simple and the 
method was found safe. After premedication with hyo- 
- scine, lumbar puncture is performed with the patient in a 
sitting position. The initial pressure of the cerebrospinal 
fluid is measured and the fluid gradually withdrawn, 
each 20 ml. being. replaced by an equivalent amount of 
sterile air or oxygen. The tota!amount of gas injected 
varied from 50 ml. to 130 ml. The pressure of the 
cerebrospinal fluid at the end of this procedure was 
usually just below, or at the initial level. In the 
majority of cases one insufflation was given; in some it 
was repeated after 3 weeks, and in 7 cases on a third 
occasion. The treatment, although not dangerous, is 
unpleasant to the patient. Headaches, nausea, vomiting, 
and other symptoms were not infrequent. 

The results are fully discussed and a number of cases 
are described in detail; 55°, of the patients failed to 
show any response to this treatment; in 38% some 
temporary improvement was seen; 3°% were considered 
cured by encephalopneumotherapy, and 4% became 
worse. The authors admit that this method of treatment 
is purely empirical. 

[The results were obviously disappointing and the 
statistical analysis is unsatisfactory. It is doubtful 
whether this treatment, which appears to have attracted 
some attention in France, will prove to be of any value 
at all.] J.T. Leyberg 


(L’Encéphalopneumo- 


680. Unilateral and Bilateral Lobotomy. A Controlled 
Evaluation 

A. Simon, L. H. Marco is, J. E. ADAMs, and K. M. 
BowMaNn. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 66, 494-503, Oct., 1951. 
5 refs. 


The authors present a controlled evaluation of uni- 
lateral and bilateral lobotomy in cases of mental disease 
in which the prognosis was regarded as otherwise hope- 
less. Patients were selected from near-by institutions 
and admitted to the Langley Porter Clinic, San Francisco, 
as suitable subjects for the investigation. They consisted 
of 30 women and 3 men, all chronically ill, with an 
average duration of illness of 8-8 years, and presenting 
severe management problems in spite of having had all 
other available forms of therapy, including electric con- 
vulsion treatment and/or insulin coma. 


Before operation comprehensive physical, neurological, 
and psychiatric examination was carried out. Patients 
were operated on in the order of their admission to the 
clinic, and a code key determined whether the operation 
was to be unilateral or bilateral, thus ensuring a chance 
selection of its extent. Identical scalp incisions were 
made, 10 cm. long, parallel with and just anterior to the 
coronal suture line, with trephine opening or openings 
at the coronal suture line 3 cm. lateral to the midline; 
the plane of section was established by inserting a 
ventricular needle to the base at the posterior border of 
the sphenoidal ridge, and section of the white matter 
made under direct visualization by a narrow ribbon 
retractor. 

There were no deaths, and surgical complications were 
few. Necrosis of the right frontal lobe developed in 
one patient who had bilateral lobotomy, necessitating 
excision of the involved lobe, but the post-operative 
course in this case was essentially similar to that in the 
other bilateral cases. In 1 patient who improved slightly 
after a unilateral operation, intracranial bleeding followed 
the contralateral procedure. After evacuation of the 
haematoma this patient was left with aphasia and hemi- 
plegia. 

Six months after operation it was found that of 16 
patients who had bilateral lobotomy, improvement was 
great in 3, moderate in 3, and slight in 5; of 17 patients 
who had a unilateral operation only 1 had great and 2 
slight improvement, 14 remaining unbenefited. These 
14 patients were subjected to a contralateral operation 
6 months later, and this resulted in great improvement 
in 3, moderate improvement in 5, and slight improvement 
in3. All patients were schizophrenic except 2, and these 
had paranoid involutional psychosis. 

It was concluded that the psychic trauma of operation 
is not important in assessing the therapeutic benefits of 
frontal lobotomy, and that, except in rare cases, bilateral 
operation is necessary to obtain beneficial results in 
patients with chronic schizophrenia. 

Myra Mackenzie 


681. Adrenal Cortical Function in Chronic Schizophrenia 
(Stress, Adrenaline-Test, ACTH-Test). [In English] 

A. FAURBYE, P. VESTERGAARD, F. KOBBERNAGEL, and 
A. NIELSEN. Acta Endocrinologica (Copenhagen) [Acta 
endocrinol., Kbh.] 8, 215-246, 1951. 5 figs., biblio- 
graphy. 

The authors describe an investigation of adrenocortical 
function in 12 carefully selected chronic schizophrenics 
and in normal controls. Three tests were employed: 
(1) A severe artificial-fever stress test by vaccine injec- 
tion; this test was applied to only 2 schizophrenics and 
was inconclusive. (2) Aslight-stress test by subcutaneous 
injection of 0-3 mg. of adrenaline. Adrenocortical 
activity was estimated by measuring: (a) the level 
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of circulating eosinophils; and (4) the 17-ketosteroid 
excretion rate. In most schizophrenic and normal 
subjects there was a fall followed by a rise in *17- 
ketosteroid excretion, with a greater variability in the 
schizophrenics. This test, though not conclusive, was 
more suggestive of an adrenocortical defect in schizo- 
phrenia. (3) The ACTH test, by specific stimulation 
of the adrenal cortex with 50 iu. of ACTH (10 
schizophrenic and 10 normal subjects), with estimation 
of (a) 17-ketosteroid excretion; (6) uric acid ex- 
cretion; (c) eosinophil and lymphocytic response; 
(d) potassium excretion. This test, like the adrenaline 
test, was characterized by the uneven responses in the 
schizophrenics. It nevertheless suggested a_ slight 
relative adrenocortical insufficiency in schizophrenia. 
This is not regarded as specific, as it is observed in manic- 
depressive psychosis and in many somatic disorders. 
The authors conclude that adrenocortical insufficiency 
in schizophrenia might be accounted for as follows: 
(1) the adrenocortical defect is primary or constitutional, 
facilitating the manifestation of schizophrenia; (2) severe 
stress in schizophrenia causes secondary exhaustion of 
the adrenal cortex; (3) schizophrenia, by removing the 
patient from reality and stress as a protective mechanism, 
causes lowering of adrenocortical activity to basal values; 
(4) the insufficiency is due to inactivity or decreased 
emotional tone; (5) the insufficiency is merely a part of 
other complex metabolic disturbances seen in schizo- 
phrenia, such as decreased oxygen consumption, and 
reduction in basal metabolism and blood glutamic acid 
level. J. Wolf 


682. Observations on Clinical Aspects of Hysteria. A 
Quantitative Study of 50 Hysteria Patients and 156 
Control Subjects 

J. J. PURTELL, E. Ropins, and M. E. CoHEN. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
146, 902-909, July 7, 1951. 19 refs. 


From a detailed study of 50 women with hysteria, 
carried out to determine criteria for the clinical diagnosis 
of this condition, it is concluded that the ordinary 
diagnostic methods used in medical practice—taking of 
history, examination, and laboratory investigation—are 
equally applicable in the diagnosis of hysteria. Control 
groups were also examined, consisting of 50 healthy 
working women, 38 obstetric patients post partum, and 
30 women hospital patients with chronic medical disease. 
The illness in hysteria is essentially polysymptomatic, 
the most common symptoms being headache, menstrual 
difficulties, paraesthesia, sexual frigidity, and dys- 
pareunia. The lack of any single chief complaint, the 
vague description of symptoms, and a friendly, over- 
talkative manner during the examination are charac- 
teristic features. The onset of disease is always under 
35 years of age, and in this series of patients the minimum 
number of symptoms complained of by any 1 patient was 
il, the mean number being 23. From examination of 
38 male patients with a diagnosis of “ hysteria”’ it is 
concluded that if patients with compensation, insurance, 
pension, and service problems are excluded, the disease 
's hardly ever seen in men. 


The authors emphasize that their study does not 
attempt to give information about the cause of hysteria, 
nor the specific mechanism of symptoms. They depre- 
cate the clinical investigation and diagnosis of hysteria 
on the basis of hypothetical psychological mechanisms 
such as “conversion”, “contraction of the field of 
consciousness and specific complexes and are of 
the opinion that the cause of the disease can only be 
discovered by scientific methods of investigation [It is 
not, however, explained what methods of “ scientific 
investigation’ should replace the non-scientific 
methods of ** schools of psychology ”’.] 

Catherine Schépflin 


683. Personality and Heart Disease 
C. T. StoRMENT. Psychosomatic Medicine [Psychosom. 
Med.) 13, 304-313, Sept.—Oct., 1951. 33 refs. 


Dunbar, in her book Psychosomatic Diagnosis (1945), 
outlined the personality patterns which she and her 
collaborators had observed in patients with hypertensive 
heart disease, rheumatic heart disease, and coronary 
occlusion. In this paper the author reports a series of 
tests undertaken to check Dunbar’s findings. Patients 
suffering from the following diseases were examined: 
Hypertension (25), rheumatic heart disease (25), and 
coronary occlusion (8); also 19 patients with arterio- 
sclerotic heart disease and 13 without cardiac disease to 
serve as controls. A personality inventory of 511 ques- 
tions drawn up by Guilford and Martin was given to 
each patient to fill up; from the answers 13 personality 


‘factors were extracted which could be compared with 


those described by Dunbar. Male patients within the 
age range 25 to 65 years were tested; for various reasons 
only a small fraction of the patients available took part 
in the test. 

As regards the results the three groups of patients 
under consideration did not differ significantly (P 0-05) 
from the control groups or from the adult population 
on which the test norms were based. Good personality 
adjustment appeared to be the rule. These findings are 
not in agreement with Dunbar’s statements. 

The author recognizes some of the shortcomings of 
his method, but points out that the test, whatever its 
faults, is an objective one; its results provide no verifi- 
cation of Dunbar’s work, and indeed lead to the con- 
clusion that no significant differences in personality exist 
between the 5 groups examined. 

[The view that each physical disorder has a specific 


‘personality pattern associated with it is not generally 


accepted in Great Britain. In fairness to Dunbar, 
however, it should be said that: (1) her team examined 
a much more representative sample of patients with 
cardiovascular diseases—43% of all admissions to a 
general hospital over 4 years; (2) a much larger number 
were investigated—322. The patients examined by the 
present author were a highly selected group (1 or 2 of 
every 75 potential subjects), and many patients refused 
to participate, so that his population and that of Dunbar 
are hardly comparable.] Desmond O’ Neill 


See also Cardiovascular Disorders, Abstract 586. 


1; 
ts 
le 
n 
re 
3S 
a 
of 
n 
re 
in 
1e 
ly 
d 
le 
i- 
16 
as 
ts 
2 
at 
it 
se 
of 
al 
in 
ia 

id 
fa 
al 
CS 
C- 
id 
al 
el 


Infectious Diseases 


684. Observations on the Use of Hetrazan in Oncho- 
cerciasis in Mexico 

L. Mazzotti. American Journal of Tropical Medicine 
[Amer. J. trop. Med. 31, 628-632, Sept., 1951. 1 fig., 
12 refs. 


A series of 17 Mexican patients with onchocerciasis 
were removed from the endemic zone and treated with 
repeated courses of “* hetrazan ’’ during periods ranging 
from 6 months to over 2 years; meanwhile their oncho- 
cercal nodules were excised from time to time and 
examined for living and dead adult worms and micro- 
filariae. Skin biopsies were also made, usually twice a 
week, throughout the period of treatment and observa- 

_ tion, and were examined for microfilariae. The dose of 
hetrazan varied from 2 to 6 mg. per kg. 3 times daily 
for periods of 1 to 4 weeks. The results confirmed the 
observation of other workers that hetrazan usually causes 
rapid disappearance of the microfilariae from the skin, 
but that they reappear at various times after the end of 
treatment, and that the drug has little, if any, action on 
adult worms. J. F. Corson 


685. Treatment of Human Ascariasis with Hetrazan. 
The Use of a Syrup Containing 1-Diethylcarbamyl-4- 
methylpiperazine Dihydrogen Citrate (Hetrazan) 

E. H. LouGHiin, I. RAppaport, A. A. JOSEPH, and 
W. G. MuLuin. Lancet [Lancet] 2, 1197-1200, Dec. 29, 
1951. 10 refs. 


Hetrazan as an anthelmintic in the ubiquitous ascariasis 
of man was studied by S.A.E.X. concentration and Stoll 
counting methods in about 150 patients. A palatable 
syrup preparation in single daily doses (of 13 mg., 20 mg., 
and 20 mg. per kg. respectively on 3 successive days) was 
found satisfactory, practically non-toxic, and as good as 
chenopodium or hexylresorcinol and without their dis- 
advantages. Fourteen days after treatment the average 
egg reduction was over 90% and more than half the 
individuals were ova-free. Despite its duration, the 
advantages of this treatment render it suitable for 
eradication campaigns. R. Crawford 


686. Fulminating Trichiniasis 

E. S. McCase and J. ZATUCHNI. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 18, 205-208, 
July, 1951. 5 figs., 16 refs. 


The authors describe in considerable detail 2 ful- 
minating cases of trichiniasis in which the signs and 
symptoms were at first suggestive of acute rheumatic 
myocarditis, the clinical evidence being supported by 
the results of electrocardiography. One of the patients, 
a girl aged 19, died within 4 weeks of the onset of the 
illness; sections of the heart muscle showed extensive 
myocarditis and evidence of invasion, but no helminth 
larvae were detected, although they were present in large 
numbers in other parts of the musculature. The other 


patient, a man aged 40 who exhibited marked mental 
symptoms, recovered after a course of “ hetrazan”’ (1- 
diethylcarbamyl-4-methylpiperazine dihydrogen citrate), 
200 mg. thrice daily. [The authors state that hetrazan 
was “successfully employed’, but produce very little 
evidence to support this claim.] In this case trichiniasis 
was suspected at an early stage of the illness, and the 
muscle biopsy revealed the presence of Trichinella spiralis. 
R. M. Gordon 


687. The Action of Aureomycin, Chloramphenicol, and 
Terramycin on Rickettsiae in vitro. (Uber die in-vitro- 
Wirkung von Aureomycin, Chloromycetin und Terra- 
mycin auf Rickettsien nach Versuchen in der Kleiderlaus) 
F. Weyer. Zeitschrift fiir Tropenmedizin und Parasito- 
logie |Z. Tropenmed. Parasit.] 3, 215-230, Oct., 1951. 
18 refs. 


The effect of aureomycin, chloramphenicol, and terra- 
mycin was assessed in vitro against suspensions of 
Rickettsia prowazekii, mooseri, rickettsii, quintana, and 
burneti. The rickettsiae were from infected tissues and 
were incubated separately with one of the antibiotics 
used in varying dilutions. The material was then tested 
for rickettsial viability by injection of a test animal. 
The majority of tests were done on lice, and this proved 
an easy and reliable method of examining large numbers 
of suspensions. In the case of R. burnetii all the material 
was also tested on white mice, as were some of the sus- 
pensions used in comparative tests of aureomycin or 
terramycin on R. prowazekii. 

Aureomycin was the most active antibiotic under the 
conditions of the test, and concentrations of 1 in 300 to 
1 in 3,000 for 3 hours proved rickettsiocidal. Greater 
dilutions or a shorter exposure time resulted in rickettsio- 
stasis; this was shown by a delay in the appearance of 
overt infection in the test animal. Terramycin was also 
effective, though neither this antibiotic nor aureomycin 
had any effect in vitro on R. burnetii. Chloramphenicol 
was less effective than the other drugs and a concentration 
of 1 in 300 for 4 hours proved rickettsiostatic only. It had 
no effect on R. rickettsii and was not assessed against 
R. burnetii. W. H. Horner Andrews 
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688. Antibiotics in Smallpox 
J. P. MARSDEN and W. J. COUGHLAN. Lancet [Lancet] 
2, 711-713, Oct. 20, 1951. 6 figs., 2 refs. 


The authors treated 6 cases of smallpox at Dartford, 
Kent, with penicillin, aureomycin, or chloramphenicol, 
alone or in combination. Of the 6 patients 5 were, un- 
vaccinated, and 1 male patient, successfully vaccinated 
in infancy 53 years previously, was revaccinated with 
success only 4 days before the onset. One unvac- 
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cinated male patient, aged 20, recovered with penicillin 
therapy, but the others (3 females aged 24, 17, and 34 
years and 2 males aged 20 and 53 years respectively), who 
were treated with the newer antibiotics, died between the 
1ith and 15th days after the appearance of the rash. 

The only patient who recovered had confluent smallpox 
and was treated with penicillin (5,300,000 units over 10 
days) beginning on the 3rd day of the eruption, which was 
then vesicular. Three patients treated with aureomycin, 
4 g. daily from the Ist day of the eruption, showed a 
slowly progressive rash in which the vesicles were large, 
flat, and often empty; there was haemorrhage into the 
rash in 2 cases, and in the other case vaginal haemorrhage 
occurred. 

The 2 remaining patients received 4 g. chloramphenicol 
and 600,000 units penicillin daily and made similar pro- 
gress to the other patients, without marked pustulation. 
Toxaemia and heart failure were responsible for death, 
and the authors consider that viraemia and toxaemia 
were uninfluenced by the use of either aureomycin or 
chloramphenicol. Thomas Anderson 


689. Antibiotics in Smallpox 
G.E. Breen. Lancet [Lancet] 2, 713-714, Oct. 20, 1951. 
5 figs., 5 refs. 


Of 15 patients suffering from smallpox and admitted 
to Fordown Hospital, Brighton, 6 received antibiotic 
therapy. The patients were all females aged from 20 to 
53 years, and 5 of them had not been previously vac- 
cinated. All the patients were given penicillin, 500,000 
units 3 times a day. Three of them were given 0°5 g. 
aureomycin 4-hourly; 2 patients were treated with the 
same dose of aureomycin during the first 5 days and 
9 days respectively of the illness, and were thereafter 
given chloramphenicol in doses of 0-5 g. 4-hourly for 
approximately 2 weeks; and the remaining patient 
received chloramphenicol, 0-5 g. 4-hourly, from the 2nd 
to the 18th days of illness. 

The author concludes from the evidence given by these 
few cases that antibiotics are of little value in variola. 

Thomas Anderson 


690. Chloramphenicol and ACTH in Smallpox 
J. B. Stotte and G. J. Sas. Lancet [Lancet] 2, 715-717, 
Oct. 20, 1951. 3 figs., 2 refs. 


In an epidemic of smallpox at Tilburg, in Holland, 27 
patients were treated with chloramphenicol in doses of 
750 mg. 6-hourly until the crusts began to fall off. The 
majority of patients received treatment for approximately 
19 days. Three patients received adrenocorticotrophic 
hormone (ACTH) in addition to chloramphenicol in 
doses of 10 to 75 units for periods of 13 to 25 days. 
The clinical details of these cases are given. Two of the 
patients, a boy aged 16 and a girl of 18, were unvac- 
cinated and were given chloramphenicol treatment from 
the time of admission to hospital on the 6th and 7th days 
of illness respectively. ACTH was administered from 
the, 15th day of illness in the former case [there is a 
discrepancy between the text and the chart] and from the 
7th day in the latter. The other patient, a man of 57 
years, vaccinated in childhood and again after contact 

M—O 


with a case of smallpox, received ACTH from the 10th 
day of illness. 

The authors admit that it is difficult to assess the place 
of ACTH in these cases, since chloramphenicol, which 
was also administered, appeared to have been of some 
value in preventing secondary infection in the remaining 
cases of the series. They consider that the stage of the 
disease at which the hormone is given may be important 
in influencing the inflammatory reaction. 

Thomas Anderson 


691. Transmission of Contagious Ecthyma from Sheep 
to Man 

V. M. PAsk, I. M. MACKERRAS, A. K. SUTHERLAND, and 
G. C. Simmons. Medical Journal of Australia [Med. J. 
Aust.] 2, 628-632, Nov. 10, 1951. 18 refs. 


The authors, from the Institute of Medical Research, 
Brisbane, report the results of an experimental investi- 
gation into the transmission to human beings of the virus 
disease of sheep known variously as pustular dermatitis, 
scabby-mouth, or orf. The authors declare their pre- 
ference for the name “ contagious ecthyma”’ for this 
disease, which is of industrial importance owing to the 
frequency with which sheep-shearers claim to have been 
infected by the virus. 

Using filtrates containing active virus, the authors were 
successful in 23 out of 46 attempts to transmit contagious 
ecthyma to 18 human volunteers. Of the lesions pro- 
duced, 9 were classified as mild or doubtful and 14 as 
severe. After an incubation period of from 4 to 6 days 
the lesions reached a maximum intensity in from 17 to 
21 days, healing with separation of the scab in from 22 
to 28 days without constitutional disturbance. Histo- 
logical examination of excised lesions showed close 
resemblance to those produced experimentally in sheep. 
Passage of the virus back to sheep was achieved in 1 out 
of 7 mild cases and in 10 out of 10 of the severe infections. 
After infection a solid immunity seemed to have been 
produced in 11 of the 12 subjects tested. 

The authors conclude that the relation of this clinically 
distinctive infection to the varied forms of pustular 
dermatitis commonly reported among sheep-shearers still 
remains to be clarified. Joseph Ellison 


692. Lung Involvement in Influenza 
J. Fry. British Medical Journal (Brit. med. J.] 2, 1374- 
1377, Dec. 8, 1951. 8 refs. 


During a period of 7 weeks in the winter of 1950-1 the 
author diagnosed 223 patients as suffering from epidemic 
influenza; this represented 6% of the population of his 
general practice. The clinical features corresponded with 
those of earlier epidemics, and the ‘uniformity of the 
clinical picture was remarkable. There were no cases of 
vomiting, abdominal pain, or diarrhoea, and the author 
doubts the existence of “ gastric influenza’’.. In most 
cases fever and general symptoms persisted for 2 to 5 
days, but the cough lasted 2 to 3 weeks. Most of these 
patients were able to return to work within 14 days. In 
30 households more than one individual was affected. 
Most of the patients (170) were between the ages of 20 
and 60 years. 
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The cases fell into 4 clinical groups according to the 
_ severity with which the respiratory tract was involved: 
(1) In 20 the typical syndrome of malaise, headache, and 
limb pains of sudden onset was unaccompanied by cough, 
sore throat, or nasal discharge. (2) In 166 patients the 
complete typical clinical picture was seen, with a probable 
tracheitis or pharyngitis, but no persistent abnormal signs 
in the lungs. (3) The average age of the 33 patients in 
this group was 46, compared with 384 years for the whole 
series. Frank and persistent signs of lung involvement 
were present—persisting rales, distressing cough, profuse, 
sticky, mucopurulent sputum, and a dull pleural ache, 
with pleural friction in 6 and haemoptysis in 2 cases. 
Relative bradycardia was common. These signs per- 
sisted for 2 to 28 days with an average of 10 days. (4) 
There were 4 patients with clinical evidence of consoli- 
dation. These patients were older (average age 56), 
more severely ill, and showed a more obvious response 
_ to antibiotics. The signs of consolidation persisted for 
an average of 15 days. There were no deaths, and no 
cases of fulminating pneumonia. Maxwell Telling 


693. Heterologous Antibodies in Virus Hepatitis. 
(Anticorpos heterédlogos na hepatite por virus 

P. De Goes, C. F. Fitno, M. B. Loso, and J. C. Gut- 
MARAES. O Hospital (Hospital, Rio de J.] 40, 843-856, 
Dec., 1951. 32 refs. 


The serum of patients said to be suffering from in- 
fective hepatitis was tested for the presence of agglutinins 
against sheep erythrocytes. The identification of these 
heterologous antibodies was based on absorption tests 
with the following antigens: guinea-pig kidney, rabbit 
kidney, ox heart, ox erythrocytes (heated), and human 
liver (unheated). Of 36 sera, 26 contained sheep haem- 
agglutinins in a titre of 1 in 56 or higher. In 9 of the 
sera with titres above 1 in 56 and in 5 with lower titres 
an antibody (H antibody) was identified which differed 
from those already described in that it was removed by 
all the antigens used. In 3 patients the heterologous 
antibody behaved in the same way as the H antibody in 
absorption tests with 4 of the antigens only. The highest 
titres of sheep haemagglutinins and H antibody were 
found 20 days after the onset of jaundice. In normal 
persons and in patients with other diséases no such 
heterologous antibodies were found. G. M. Findlay 


694. Subclinical Infectious Mononucleosis with Hepatitis. 
Epidemic in a Class of One Hundred Two Medical 
Students; a Two-year Study 

J. Watson, P. JoHNSON, J. KAHN, and F. M. STONE. 
Archives of Internal Medicine [Arch. intern. Med.] 88, 
618-626, Nov., 1951. 20 refs. 


That infectious mononucleosis is a prevalent and 
widespread disorder is now well known. The number 
of recorded cases tends to depend on the frequency with 
which diagnostic investigations are undertaken, since 
many mild cases with no clearly defined symptoms are 
known to occur. This is well brought out in an in- 
vestigation carried out by the authors on 102 second-year 
students of the Long Island College of Medicine. The 
inquiry was prompted by the chance discovery of alarm- 


ing anomalies in their own blood made by students 
engaged on routine differential blood counts as part of 
their training. None of the students had been ill enough 
to absent himself from class; nevertheless 25% were 
found to have a significant number of abnormal lympho- 
cytes (Downey cells). 

The authors decided to test the whole class for blood 
changes and liver function. The tests employed were 
the cephalin-cholesterol flocculation test, the thymol 
turbidity test, and estimation of the heterophile antibody 
titre, using Davidsohn’s modification of the Bunnell test. 
Clinical examination revealed only some malaise, tired- 
ness, pharyngitis,and moderatecervicaladenopathy. The 
laboratory investigations were spread over a period of 
22 months; 51 of the students showed evidence of in- 
fectious mononucleosis, 35 with monocytosis and eosino- 
philia; 33 yielded positive thymol turbidity readings, 
and in 7 of these the reaction was still positive 22 
months later. In some cases tests of bromsulphthalein 
excretion were made, though not until the peak of the 
epidemic had passed; since only 1 positive result was 
obtained the authors conclude that hepatitis due to this 
outbreak was undeniably mild. The authors stress the 
possible importance of the fact that many subclinical 
cases of glandular fever yield evidence of liver dys- 
function, and they consider that a long-term follow-up 
might well repay the effort. Joseph Ellison 


695. Aureomycin in the Treatment of Infectious Mono- 
nucleosis 

J. B. Burnett and J. Mitne. New England Journal of 
Medicine [New Engl. J. Med.| 245, 495-496, Sept. 27, 
1951. 4 refs. 


Sixteen cases of infectious mononucleosis have been 
observed by us during the last year. Eight patients were 
treated with aureomycin and 8 served as controls. No 
significant change was noted in the clinical course of the 
patients receiving aureomycin.—{Authors’ summary.] 


696. Pulmonary Complications of Acute Bulbar Polio- 
myelitis 

G. JACOBSON, S. R. COHEN, and R. A. CARTER. Radiology 
[Radiology] 57, 629-641, Nov., 1951. 7 figs., 14 refs. 


The radiological findings in 53 cases of bulbar polio- 
myelitis are analysed. In 31 (58%) of the patients 
pulmonary complications were present, including pneu- 
monia, atelectasis, pneumatocele, “‘ pulmonary over- 
expansion ’’, pulmonary interstitial emphysema, media- 
stinal emphysema, and pneumothorax. Atelectasis was 
the commonest lesion, occurring in 22 patients. Pul- 
monary complications were more common in patients 
below the age of 6 years. An increased amount of 
intestinal gas was noted in most patients, and gastric 
distension was particularly common. 

As would be expected, there was a greater incidence of 
pulmonary complications in those patients in whom the 
amount of nasopharyngeal secretion was troublesome. 
It was notable that pulmonary complications developed 
in 13 out of 17 patients who had undergone tracheotomy 
one day or more after being placed in a respirator, but 
there was no increase in the incidence of pulmonary 
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complications in those who had undergone tracheotomy 
before, or at the time of, being placed in a respirator. 
R. S. Illingworth 


See also Pathology, Abstract 463; and Hygiene and 
Public Health, Abstracts 489-90. 
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697. Intrathecal Chloramphenicol in Staphylococcal 
Meningitis Resistant to Penicillin and Streptomycin 

K. F. ANDERSON and F. G. ELuis. British Medical 
Journal [Brit. med. J.] 2, 1067-1069, Nov. 3, 1951. 
2 figs., 7 refs. 


The authors describe 2 cases of secondary staphylo- 
coccal meningitis treated by intrathecal chloramphenicol. 
They believe this to be the first record of the administra- 
tion of the drug by this route. Pure synthetic crystalline 
chloramphenicol was used and was dissolved in distilled 
water to give a final concentration of 100 ug. per ml. 
(The range of inhibiting concentration for the Staphylo- 
coccus aureus appears to be between 1 and 16 yg. per ml.) 
It was found that the solution would withstand boiling 
for 5 hours without measurable loss of potency. 

Of the cases reported the meningitis was secondary to 
operations for the removal of a cerebellar haemangio- 
blastoma in one and an acoustic neuroma in the other. 
In both cases the Staph. aureus causing the infection was 
both penicillin- and streptomycin-resistant, but sensitive 
to chloramphenicol. In the first case the staphylococcus 
was also sensitive to aureomycin, but it is of interest to 
note that the meningitis developed while the patient was 
on full doses of this drug. The authors offer two 
explanations of this: (1) it appeared that the cerebro- 
spinal fluid was subjected to repeated and heavy con- 
tamination from a collection of infected fluid deep to the 
operation flap; and (2) aureomycin is reported to reach 
the cerebrospinal fluid in relatively small concentrations. 
Figures quoted show that in dogs, even with serum con- 
centrations of 7-6 wg. per ml. after parenteral adminis- 
tration, no measureable amounts of aureomycin were 
detected in the cerebrospinal fluid, although a level of 
0-8 yg. per ml. was obtained by another worker after 
intravenous administration. With chloramphenicol, 
however, results seem to be more encouraging, and it has 
been shown that 30 to 50% of the concentration present 
in the blood may appear in the cerebrospinal fluid. Two 
hours after an oral dose of 3 g. a level between 14 and 
24 wg. per ml. might therefore be expected. 

A full clinical description of both cases is given. In 
the first case intrathecal injections of chloramphenicol 
were started at 100 jg. daily and gradually increased 
over 19 days to 750 xg. The concentration of the drug 
intrathecally increased from 10 zg. per ml. at the begin- 
ning to 40 pg. at the end of treatment. The injections 
were well tolerated, but the clinical response, though 
satisfactory, was rather slow. In the light of this 
knowledge the second patient was given 600 jg. intra- 
thecally initially, and the dose was rapidly increased to 
750 yg. in 6 days. The concentration achieved was 


40 ug. per ml. on the third day of treatment, and the 
clinical response was immediate and spectacular, due 
first, in the authors’ opinion, to the high cerebrospinal- 
fluid level achieved at the onset of the meningitis, but 
also to the fact that this case was not complicated by 
loculated infected fluid, as was the first. 

Both cases indicate that maximal titres in the cerebro- 
spinal fluid were not achieved by oral administration 
alone, and it would appear, therefore, that an intrathecal 
dose of 750 xg. daily in combination with oral admini- 
stration is capable of rapidly raising the cerebrospinal- 
fluid level to a figure in the region of 40 jg. per ml. 

In an addendum the authors state that they have sub- 
sequently given intrathecal doses of chloramphenicol as 
high as 3 mg. without undesirable results, although if this 
dose is continued for a week they have noticed depression 
and tearfulness, and in patients with cerebellar lesions 
an increase of tremor. These side-effects disappeared 
when the treatment was stopped. J. V. Armstrong 


698. Haemoglobinuria in Typhoid Fever. Report of 
Two Cases 

A. Batty SHAW. Lancet [Lancet] 2, 813-816, Nov. 3, 
1951. 20 refs. 


The author describes 2 cases of typhoid fever in fit 
young soldiers serving in Palestine, in both of which 
haemoglobinuria occurred early in the illness. Reference 
is made to 7 similar cases previously reported in the 
literature, and other cases in which acute haemolytic 
anaemia complicated typhoid fever are discussed. 

W. G. Harding 


699. Typhoid Fever in South Africa. Treatment of 215 
Cases without Chloromycetin and 139 with Chloromycetin 
(Chloramphenicol) 

H. Le Ricue and P. N. B. Peacock. South African 
Medical Journal [S. Afr. med. J.] 25, 921-924, Dec. 15, 
1951. 24 refs. 


This is a statistical account of 215 cases of typhoid 
fever treated without ‘“chloromycetin” (chloram- 
phenicol) in hospitals in the Northern Transvaal during 
1948-9 compared with 139 cases treated with chloram- 
phenicol in various parts of the Union of South Africa 
during 1950. The data were compiled from case records 
submitted to the health departments concerned. The 
results of the antibiotic treatment are less favourable 
than those usually reported, particularly in regard to 
mortality, but by far the largest group in both series were 
native Africans who, it is stated, are often brought to 
hospital in a moribund condition. The case-fatality rate 
in the untreated group was 17-2% and in the treated 
group 12:2%, a difference which is not statistically 
significant. A significant difference was found in the 
number of days spent in hospital in the 2 groups, the 
average being 28-8 days for the treated group and 36-5 
days for the untreated group. 

The average total amount of the drug given per case 
was 14-6 g. [a rather low figure, even when the age 
grouping is taken into account]. As might be expected, 
the average duration of fever in the treated group (6:3 
days) was much less than that in the control group 
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(22-0 days). It is not surprising that there were more 
relapses and a significantly lower rate of complications 
in the treated group than in the controls. No helpful 
data could be given on the question of carriers, since 
bacteriological investigation in many parts of the country 
is scant or absent. The question is raised whether 
chloramphenicol interferes with the development of 
natural immunity, and it is suggested that it may be 
necessary to give artificial immunization to patients who 
have been treated with chloramphenicol, especially in a 
country where the infection is rife. 
H. Stanley Banks 


700. Results of Treatment of 74 Cases of Whooping- 
cough with Chloramphenicol Alone or in Association 
with a Synthetic Antihistaminic (“‘ 3277 R.P.’’). (Ré- 
sultats du traitement de 74 cas de coqueluche par le 
chloramphénicol seul ou associé 4 un antihistaminique 
‘de synthése (3277 R.P.)) 

A. Laporte, A. JacquoT, Y. LEPINTRE, J. RENARD, and 
M. Gouton. Semaine des Hépitaux de Paris |Sem. Hop. 
Paris] 27, 3422-3430, Nov. 22, 1951. 8 figs., 12 refs. 


The authors report their clinical evaluation of chloram- 
phenicol in the treatment of 74 cases of pertussis in young 
children (3 months to 6 years) at the Claude Bernard 
Hospital, Paris, during 1950. They divided their cases 
into 3 groups, treating the first group (57 cases) with 
chloramphenicol alone, the second group (17 cases) with 
chloramphenicol in combination with “ phenergan”’ 
(promethazine), and compared their results with a third 
control group (64 cases) treated with barbiturates only. 

The chloramphenicol was given orally in capsules con- 
taining 0-25 g. or 0-10 g. The dose, chosen according 
to the patient’s weight, varied from 0-05 to 0:3 g. per 
kg. body weight and was given 4 times in 24 hours, the 
treatment lasting from 5 to 13 days. Rectal supposi- 
tories containing 0-5 or 1-0 g. were also tried, the total 
quantity so given varying from 60 to 600 mg. per kg. 
over 6 to 13 days. In addition aerosols were used con- 
taining a suspension of 10 mg. chloramphenicol per ml. 
of air; the patient breathed this suspension during 4 
periods of 15 minutes every day for from 4 to 14 days. 

The authors state that their results were not nearly so 
striking as they had been led to expect from a perusal of 
recent literature. Although there were no fatalities or 
serious complications, neither was there any obvious 
abatement in the number of spasmodic attacks. Com- 
bining chloramphenicol with phenergan (average daily 
dose 0-037 g.) for an average period of 7 days brought 
little clear advantage, though in a single case spasms were 
apparently aborted: The main benefit was an immediate 
reduction in temperature. [The authors noted what they 
call a “* hypothermic reaction ’’ which in the abstracter’s 
experience has not been observed in Great Britain.] 
There was no confirmation of some optimistic claims put 
forward since 1945 for combining antibiotics with anti- 
histaminic drugs. In summarizing their results the 
authors point out that they had to deal with pertussis of 
only moderate severity. * They consider that on balance 
chloramphenicol is useful in aborting or suppressing 
secondary respiratory infections, but that it exercises little 


INFECTIOUS DISEASES 


direct effect on the duration or severity of an attack of 
whooping-cough. Incommon with other French authors 
they strongly deprecate the use of a “ loading ’ dose on 
account of the danger of endotoxolytic effects. The only 
drawback they encountered in the use of the drug was a 
temporary anorexia. 

[The criteria for diagnosis in this paper were entirely 
clinical; no search was made for the Bordet-Gengou 
bacillus, nor was the experiment controlled by blood 
counts. With the general conclusions of this paper most 
workers in this field in Britain will by this time doubtless 
feel themselves in full agreement. At present pertussis 
is relatively mild in Western Europe and the mortality 
strikingly low. The real test for chloramphenicol and 
other vaunted specifics for this most stubborn therapeutic 
puzzle will come when severe cases with genéral con- 
vulsions tend to be common again.] Joseph Ellison 


701. Aureomycin Treatment of Pertussis. Results in 
137 Patients ; e 

P. F. WeEHRLE and M. H. Lepper. Journal of Pediatrics 
[J. Pediat.] 39, 435-441, Oct., 1951. 7 refs. 


The recent tentative claims that the use of aureomycin 
in whooping-cough shortens the course of the disease 
were carefully tested in 137° patients, mostly infants. 
Some had been previously immunized with hyper- 
immune serum, apparently without success, while at 
least half the total number were under 5 months of age 
and not immunized. A daily dose of 40 mg. of aureo- 
mycin per kg. body weight was considered to be as 
effective as a bigger dose. - Nasopharyngeal cultures for 
Haemophilus pertussis became negative sooner in the 
treated than in a small control group, and complications 
were less frequerit, but the authors consider that aureo- 
mycin had no obvious effect upon the severity or duration 
of the paroxysmal stage of pertussis. W. G. Wyllie 
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702. Post-tuberculous Bronchiectasis in Children 
J. H. Hutcuinson. Tubercle [Tubercle, Lond.] 32, 
271-278, Dec., 1951. 7 figs., 18 refs. 


The author has studied, by means of bronchoscopy and 
bronchography, 34 cases of bronchial occlusion arising 
from primary tuberculosis in children aged 6 months to 
11 years when first seen, and observed over periods 
varying from 6 months to 10 years, at the Royal Hospital 
for Sick Children, Glasgow. Frank bronchiectasis was 
found to be present in 18 cases (53%); in 4 cases the 
airless lobe or segment still failed to fill with contrast 
medium | to 2 years after the onset of bronchial occlusion; 
in 4 cases bronchial crowding and distortion was found, 
although without dilatation; and in 8 cases normal 
bronchographic appearances were found. 

In a discussion of the possible pathogenesis of this 


condition it is concluded that in this series the duration 


of bronchial obstruction played no important part. The 
incidence of bronchiectasis did not appear to be related 
to the lobe or lung affected, nor did destructive tuber- 
culous bronchitis or secondary {nfection appear to be 
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significant aetiological factors. Although secondary 
infection may aggravate bronchiectasis once established, 
it is suggested that other aetiological factors, as yet 
unknown, play an important part in its pathogenesis. 

During the active stage of a primary infection very 
little can be done to prevent the development of bron- 
chiectasis. The effects of antibiotics and bronchoscopy 
are disappointing, though these measures are of some 
value in dealing with the complication of secondary 
infection. Conservative measures are recommended. 
when dealing with established post-tuberculous bron- 
chiectasis, and surgery should be reserved for patients , 
with severe chronic secondary infection or episodes of 
acute infection which do not respond to medical treat- 
ment. The rare occurrence of broncholiths or pneu- 
moliths requires surgical intervention. 

R. H. J. Fanthorpe 


703. Tuberculous Pericarditis. A Study of Forty-one 
Cases with Special Reference to Prognosis 

J. A. Woop. American Heart Journal [Amer. Heart J.] 
42, 737-745, Nov., 1951. 35 refs. 


The records of 41 cases of tuberculous pericarditis, 20” 
of which had come to necropsy, were analysed. Of the, 
14 patients still alive, re-examination was possible in 10. 
[Separate case reports are not given.] 

The mortality was 50% in the first year after the onset 
of symptoms. The prognosis appears to be especially 
poor in patients who are over 50 years of age in whom 
the onset of symptoms had been gradual, and in those 


‘with cardiac arrhythmia or in whom positive proof of 


tuberculous origin had been obtained. Pericardial fric- 
tion rub, pericardial effusion, and congestive heart failure 
have no prognostic significance. 

In the 6 patients who died constrictive pericarditis 
developed. In these cases symptoms progressed steadily 
from the onset of infection and there was no asympto- 
matic period. Two of the living patients had obvious 
Pick’s disease, but no history of the initial phase of the 
infection was obtained. Tubercles were found at peri- 
cardiectomy. Albert Venner 


704. Clinical Results and Physiological Effects of Im- 
mobilizing Lung Chamber er in Chronic Pulmonary 
Tuberculosis 

A. L. BaRACH, C. EASTLAKE, a G. J. Beck. Diseases 
of the Chest [Dis. Chest] 20, 148-166, Aug., 1951. 
12 figs., 20 refs. 


The mechanism of normal pulmonary ventilation in 
patients with pulmonary tuberculosis, without voluntary 
breathing or movement of the chest wall, was described 
in 1940 in a paper from the Presbyterian Hospital, New 
York (Amer. Rev. Tuberc., 1940, 42, 586). The present 
paper describes some of ‘the physiological effects, and 
presents the follow-up results of 19 out of 29 cases in 
which the disease was arrested by enclosing the patient 
in an equalizing alternating pressure chamber, with 
immobilization of the lungs. 

The circulatory effects included a decrease i in pulse rate, 
a fall in systolic and diastolic blood pressure, and in 40 
electrocardiographic records an elevation in the T; and 


T2 waves. The cardiac impact recorded by the Dock 
ballistocardiograph showed a sharp fall, suggesting a 
decrease in the work of the heart, probably due in some 
part to a diminution in total oxygen consumption. A 
high serum potassium level was found in some cases, 
but was not commonly observed if lung movement was 
present. In 5 out of 6 cases a striking fall occurred 
in the urinary potassium content. It is possible that 
this may be the result of decreased stimulation of the 
adrenal glands. The elevation of the T wave may be 
related to the serum potassium level. The treatment 
by lung immobilization was used in 29 cases of advanced 
pulmonary tuberculosis ; in 19 closure of the cavity and 
negative sputum resulted for periods of between 6 months 
and 9 years. One case is described in detail. In almost 
all cases the disease had been stationary or progressive, 
and operative procedures were contraindicated. The 
treatment should last for 10 hours each day and be 
continued for 4 to 5 months. T. M. Pollock 


705. The Role of the Intrathoracic Lymph Nodes in the 
Pathogenesis of Pulmonary Tuberculosis. (Sull’impor- 
tanza della tubercolosi linfoghiandolare intratoracica per 
la patogenesi della tisi polmonare) 

P. ScHwartz. Giornale Italiano della Tubercolosi [G. 
ital. Tuberc.] 5, 259-268, July—Aug., 1951. 6 figs. / 


- Perforation or penetration of tuberculous lesions in 
hilar lymph nodes into the bronchial system is believed 
by the author to be a frequent occurrence in pulmonary 
tuberculosis. From the necropsy material of the 
Institute of Pathology of the University of Istanbul 
during a period of 24 years he has collected 550 cases 
with apparently lymphogenous lesions of the bronchi. 
In all these cases, in the bronchi leading to areas of recent 
pulmonary infiltration, cavities, or fibresing or calcified 
lesions, he was able to demonstrate lymphogenous foci or 
scars of perforation or penetration. The pulmonary 
element of the lymph-node-bronchus-lung complex was 
seen most frequently in the sub-apical region. 

[The author does not state the source of his necropsy 
material, of which his 550 cases are stated to represent 
abqut 25%, nor whether it consisted of entirely fatal 
cases of tuberculosis, nor what was the age distribution. 
It is obviously most important to know what proportion 
of the cases were in children.] M. Daniels 


706. Preliminary Clinical Report on the Use of Viomycin 
in Tuberculosis in Childhood. (Primi risultati clinici 
sull’uso della viomicina nella malattia tubercolare de 
bambino) 

A. Masi and M. Giusti. Rivista di Clinica Pediatrica 
[Riv. Clin. pediat.] 11, 781-790, Nov., 1951. 11 refs. 


Viomycin deserves a trial in the treatment of .tuber- 
culosis for two reasons: it is active against strepto- 
mycin-resistant organisms, and it appears to potentiate 
the action of streptomycin itself. The present report ' 
describes the results of treatment in 4 children, all with 
severe miliary lesions, who had failed to benefit from 
streptomycin, para-aminosalicylic acid, sulphones, and 
terramycin and who were then given viomycin in addition. 
In each case there was a striking improvement, though 
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2 of the children died eventually from lesions already far 
advanced. Dosage varied between 100 and 250 mg. 3 
times a day according to age. Local treatment (2 to 
3 mg. per kg. body weight) was also successful, and 8 
out of 11 children with meningitis were either no worse 
or improving after 4 months’ intrathecal viomycin. 
Toxic effects were rare, only 1 child developing psycho- 
motor excitement and deafness. It is considered that 
this preliminary trial warrants further extension. 

A. Paton 


707. Domiciliary Treatment of Pulmonary Tuberculosis 
with Combined Chemotherapy 

D. L. PuGu, E. R. Jones, and W. J. MARTIN. Tubercle 
[Tubercle, Lond.| 32, 256-263, Dec., 1951. 8 refs. 


The domiciliary use of combinations of chemo- 
therapeutic agents in the treatment of pulmonary 
tuberculosis is reviewed. The majority of patients in all 
series showed improvement by clinical, radiological, and 
laboratory findings. The regimen of treatment adopted 
formed part of a “* planned combined operation”’. The 
combinations of PAS with streptomycin and PAS with 
thiosemicarbazone were found to be most effective, the 
latter being more favourable than originally anticipated. 
Toxic side-effects have been negligible. Cavitating 
lesions have not shown a good response but surgical 
intervention had been made possible as a result of 
chemotherapy. Resistant strains of the tubercle bacillus 
have developed and the use of PAS in conjunction with 
streptomycin and thiosemicarbazone does not prevent 
the development of resistance to the latter agents. The 
change in nature of the organisms in response to PAS 
therapy is not always permanent.—[Authors’ summary.] 


708. A Trial of Thiosemicarbazones in the Treatment 
of Tuberculosis 

M. M. NaGiey. Tubercle (Tubercle, London] 32, 266- 
270, Dec., 1951. 11 refs. 


The author reports the results of treatment of a small 
series of cases of pulmonary tuberculosis at Grove Park 
Hospital, London, with a new thiosemicarbazone, 
p-ethylsulphonylbenzaldehyde T.B.3 ethiozone ”’) 
and compares them with those obtained in similar cases 
with  p-acetylaminobenzaldehyde _thiosemicarbazone 
(“ T.B.1”, thiacetazone). He also compares the results 
in both these groups with those in a control group 
treated with dihydrostreptomycin and PAS. The 
literature of the thiosemicarbazones is briefly reviewed 
and a spectrophotometric method of estimating the 
blood level of ethizone is described. 

All the patients treated were kept in bed and during 
the period of chemotherapy received no other active 
treatment. Weekly examinations of the urine, blood 
counts, and estimations of the erythrocyte sedimentation 
rate were carried out. . As it has been suggested that the 
thiosemicarbazones are more effective in mucosal than 
in parenchymal tuberculosis, the cases thus treated 
were to some extent selected, and included 5 cases of 
endobronchial disease, 5 cases of laryngeal disease, 8 
cases with tension cavity in the lung, and 6 cases of acute 
infection with streptomycin-resistant strains of tubercle 
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bacilli, 14 cases being treated with thiacetazone and 10 
with ethizone, drawn from each of the above groups. 
The dosage of both thiosemicarbazones was 50 mg. daily 
for 7 days, followed by 100 mg. daily for 14 days, then 
150 mg. daily for 14 days, and in some cases 200 mg. or 
even 250 mg. daily as a maximum dose, the total duration 
of treatment being, where possible, 4 months. An equal 
number of controls were given | g. of dihydrostrepto- 
mycin and 12 g. of sodium PAS daily. 

The majority of patients appeared to benefit from 
treatment with the thiosemicarbazones, particularly those 
with endobronchial or laryngeal disease. In 5 of those 
with tension cavities there was a definite reduction in the 
size of the cavity, 2 of the 3 who showed no such improve- 
ment developing toxic symptoms. The chief toxic effects 
were albuminuria, anorexia, nausea, vomiting, and diar- 
rhoea. Apart from albuminuria, which occurred in 3 
patients in each group, these effects were confined to 
patients receiving thiacetazone, and in only 1 case was it 
necessary to interrupt treatment. : 

The author describes 4 illustrative cases and concludes 
that while ethizone is less toxic than thiacetazone, both 

@tugs have a place in the treatment of pulmonary tuber- 
culosis, though they are both inferior to the combination 
of streptomycin and PAS. R. H. J. Fanthorpe 


709. A Clinical and Bacteriological Study of 58 Cases 

of Pulmonary Tuberculosis with Cavitation Treated with 

Streptomycin in Association with Small Daily Infusions 

of para-Aminosalicylic Acid (PAS). (Etude clinique et 
bactériologique de 58 cas de tuberculose pulmonaire 

excavée traités par l'association streptomycine—P.A.S. 

en perfusion courte) 

A. Duroux and P. J. Cotetsos: Revue de la Tuberculose 

[Rev. Tuberc., Paris] 15, 781-801, 1951. 5 figs. 


In this investigation, undertaken mainly to test 
whether the association of PAS with streptomycin 
would diminish or prevent the development of strepto- 
mycin resistance, 88 patients with pulmonary tuber- 
culosis were treated with a daily intravenous injection 
of 500 ml. of a solution containing 15 g. sodium PAS 
together with 1 g. streptomycin, and 19 were treated by 
intravenous injection of PAS alone. Of these, 58 cases 
were studied regularly for at least 2 months from the 
clinical and bacteriological points of view. The cases 
were of the advanced type with large and multiple 
cavities. Each case received a total of from 60 to 200 g. 
of streptomycin and from 900 to 3,000 g. of PAS. In 
95% of the 58 cases no streptomycin-resistant strains 
occurred even although there were large and numerous 
cavities present; in 4 out of 12 cases previous strepto- 
mycin resistance of the organism actually became less. 
PAS resistance was also not observed, even in those cases 
treated by PAS infusion alone.over 3 to 4 months. 

PAS perfusions were given daily and it was found that 
fewer complications occurred if they were given over 4 
period of 3 hours. The chief complication was sclerosi 
of the veins, which occurred in 17% of cases, generally 
after 30 to 40 infusions. Skin rashes were seen in 6 cases 
and febrile reactions occurred 5 times. In 2 cases a 
shock-like state occurred during the infusion, and in 
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2 others minor symptoms of shock were noted. Gastro- 
intestinal symptoms were relatively rare, as compared 
with the results in the oral administration of PAS, and 
occurred in only 3 cases. 

The authors report a marked improvement clinically 
and radiologically in 60% of the cases, and claim that 
this result is better than with any other combination of 
antibiotics. The results with PAS injections alone were 
much better than those with oral therapy owing, they 
consider, to the high concentrations of PAS obtained in 
the blood. They suggest that all advanced cases with 
multiple cavities should be treated with streptomycin 
combined with intravenous PAS, as the risk of resistant 
strains of organisms appearing is negligible. 

G. M. Little 


710. The Long-term Prognosis of Pulmonary Miliary 
Tuberculosis Treated with Streptomycin. (L’avenir des 
tuberculoses pulmonaires miliaires traitées par la strepto- 
mycine) 

E. BERNARD, B. Kreis, A. Lotte, and M. G. BERGor. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. méd. Hép. Paris] 67, 881-903, June 29, 
1951. 10 figs., 20 refs. 


The authors have analysed the long-term results of the 
treatment of miliary tuberculosis with streptomycin in 
114 adults admitted to the H6dpital Laennec, Paris, 
between January, 1947, and March, 1948. In January, 
1951, 54 were alive, 53 had died, and 7 had been lost 
sight of. The cause of death was tuberculous meningitis 
in 37 cases, toxaemia and asphyxia (during the first few 
days after admission) in 5 cases, relapse of miliary tuber- 
culosis 6 to 15 months after treatment (the tubercle 
bacilli being streptomycin resistant) in 3 cases, tuber- 
culosis of other types in 5 cases, and unknown in 3 cases. 
Of the 53 deaths, 37 (70%) occurred within 6 months of 
starting treatment, and 11 (21%) within the following 6 
months; 16 (30%) occurred after treatment had stopped, 


and the authors emphasize that in the early days of . 


chemotherapy lumbar puncture was not carried out.as a 
routine at the end of a course of treatment for miliary 
tuberculosis. 

Of the 54 patients who were alive 16 had tuberculous 
conditions of which they were not yet cured—bone and 
joint tuberculosis in 6, pulmonary tuberculosis in 7, and 
genito-urinary tuberculosis in 3 cases; and 18 had 
developed tuberculous complications after the end of 
treatment, but were now considered cured. Thus out 
of the 70 patients completing treatment tuberculous 
complications had developed later in 50, of whom 16 
had died, and only 20 had made an uneventful recovery. 
The authors conclude that radiological clearing of the 
lungs is not sufficient evidence of a cure in miliary tuber- 
culosis. Quite apart from the major complication of 
meningitis, a late breakdown may occur in any of the 
organs in which foci may have developed at the time of 
dissemination. 

In considering the factors influencing prognosis the 
authors find that meningitis is certainly the most im- 
portant. The death rate was 83% among patients who 
had meningitis at the start of treatment, and 90% among 


those in whom it developed later (59% of patients in 
whom choroidal tubercles werg seen developed menin- 
gitis). The initial clinical condition is another guide: 


- the mortality was 57% in acutely febrile cases, 16% in 


others. Better results were obtained with treatment for 
more than 3 months than for shorter periods. 
M. Daniels 


711. Streptomycin in the Treatment of Anorectal Tuber- 
culosis, with Particular Reference to Topical Therapy 

I. Skin, N. L. FREUND, and J. M. Gross. erican 
Journal of Surgery [Amer. J. Surg.] 82, 564-570, Nov., 
1951. 4 figs., 21 refs. 


In 1946 at the Kingston Avenue Hospital, Brooklyn, 
N.Y., streptomycin treatment, owing to the limited supply 
of the drug, was reserved for the most recalcitrant cases 
of ano-rectal tuberculosis and was given by topical ap- 
plication. It was first used in the form of an ointment 
(33,000 units per g.). In October, 1947, this was aban- 
doned in favour of an emulsion in cod-liver oil, 2,000 
units per ml., on gauze packing; and in November, 1948, 
this was replaced by a salife solution in the same con- 


centration. Intramuscular administration was frequently 


utilized as the antibiotic became more readily available. 

In the series reported are included 29 patients all of 
whom had been operated upon for ano-rectal fistula, 
ulcer, or abscess. In 16 patients the lesion had been 
proved to be tuberculous by histological study. In 
several ‘cases an established pulmonary condition was 
present. In 3 cases with deep-seated lesions not acces- 
sible to local application intramuscular streptomycin had 
a decisive effect. On the other hand, in 1 case topical 
application seemed to have been a valuable complement 
to intramuscular injection. In 4 cases there was local 
improvement under streptomycin therapy in spite of 
general deterioration. 

The authors note that evidence pointing to the efficacy 
of streptomycin in the treatment of tuberculous sinuses, 
including perianal sinuses, has continued to accumulate. 
Koontz, who claims 100% cures, is of the opinion that 
streptomycin therapy shortens the healing time and some- 
times makes a less extensive surgical procedure possible. 
The present authors found that under streptomycin: 
therapy wounds which had been stagnant for many 
weeks became active again. Because of the avascularity 
of tuberculous lesions topical application can be made in 
greater concentration than is possible with intramuscular 
injection, and in this way the resistant strains of bacteria 
are more quickly affected and there is consequently less 
likelihood of streptomycin-resistant strains being formed. 
However, the intramuscular route is considered the most 
dependable, as absorption and systemic effect are more 
certain. Although favourable results have been obtained 
with streptomycin therapy following minimal procedures, 
adequate surgery is still regarded by the authors as the 
basic treatment. Topical therapy is advocated as an 
adjunct to intramuscular treatment to ensure a higher 
degree of concentration of streptomycin near the centre 
of the lesion. The periods of incapacity and convales- 
cence have been considerably reduced. 

G. O. Chambers 
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712. Primary Tuberculous Infection by Injection in 
Young Children. (Les tuberculoses primaires par in- 
jection chez:le jeune enfant) 

R. Despre, M. Lamy, C. KOupEeRNIK, L. CostTiL, and 
Y.CouTeL. Annales de Médecine {Ann. Méd.] 52, 433- 
495, 1951. 36 refs. 


The authors report 58 cases of tuberculous abscesses 
developing at the site of injection in children in a Paris 
créche after intramuscular injections of penicillin, 
details of 24 of the cases being given; 37 further cases 
from the literature are analysed, making a total of 95. 
Of this number 5 deaths could be directly attributed to 
generalized tuberculosis resulting from injection with a 
contaminated syringe. It was found possible to culture 
tubercle bacilli from infected syringes which had been 
boiled for 2 minutes but not when they were boiled for 
3 minutes or more. In none of the cases had the in- 
jection been intradermal. 

The abscess generally developed within 15 days and 
was associated with local nodal involvement and fistula 
formation; in some cases tuberculosis of other organs 
was observed. An outstanding feature was the presence 
of large caseous parieto-abdominal masses. The con- 
stitutional disturbance was variable. The condition was 
best treated surgically, and streptomycin alone gave 
unsatisfactory results. Prophylaxis consists of adequate 
sterilization of all syringes. T. M. Pollock 


713. A Note on Mantoux Sensitivity in Sick Children 
C. OuUNSTED and V. SMALLPEICE. British Medical Journal 
(Brit. med. J.] 2, 1437-1438, Dec. 15,1951. 2 figs., 1 ref. 


A tuberculin-jelly test and a Mantoux test with 1 in 
1,000 old tuberculin were performed on 797 unselected 
sick children admitted to hospital in Oxford. Details 
concerning age, history of past. tuberculosis or contact 
with tuberculous infection, evidence of active or healed 
tuberculosis, and the final diagnosis of the condition from 
which the child was suffering were collected and related 
to the findings of the tuberculin tests; Demonstrable 
tuberculosis was present in over 80% of the children 
under 7 years of age who were positive reactors, whereas 
in children over 7 years who were positive reactors the 
disease could be demonstrated in only 28% of cases. 

J. E. M. Whitehead 


714. Tuberculin Sensitivity of Children in North-east 
Scotland. Mantoux and Tuberculin-jelly Reactions Com- 
pared in 1,499 Patients : 

N. S. Crark. Lancet [Lancet] 2, 464-467, Sept. 15, 
1951. 6 refs. 


The author has studied the incidence of positive 
tuberculin reactions in children between the ages of 6 
months and 12 years admitted to the Royal Aberdeen 
Hospital for Sick Children, and has compared the 
results of the tuberculin jelly test with those given by a 
Mantoux test with 10 tuberculin units. Both tests were 


performed on 1,499 children. At almost all ages country 
children showed a higher proportion of positive re- 
actions than children living in the city of Aberdeen. 
Of 411 city children under 7 years of age 50 were positive 
(12%), against 57 of 317 country children (18°). 
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Active tuberculosis was found in 7-6% of all the city 
children, and 6-4% of the country children. Taking only 
the positive reactors, 34% of the city children showed 
evidence of active tuberculosis, against 24% of the country 
children. Radiographs of the chest and abdomen were 
taken in a large proportion of tuberculin-positive chil- 
dren and revealed a striking predominance of intra- 
thoracic infection in the city children, and of abdominal 
infection in the country children. This difference, and 
the difference in the percentage of tuberculin-positive 
children, can be explained by the fact that while over 
90°%% of all milk sold in the city is pasteurized, in the 
country little if any milk is heat-treated before sale. 
The two forms of tuberculin test gave identical results in 
1,440 (96%) of the cases. M. Daniels 


715. Female Genital Tuberculosis: a Twenty-year Clini- 
cal Survey 

A. M. SUTHERLAND and M. M. Garrey. Glasgow 
Medical Journal [Glasg. med. J.] 32, 231-238, Aug., 1951. 
21 refs. 


During the twenty years 1930-49, 65,943 patients were 
admitted to the Royal Samaritan Hospital for Women, 
Glasgow; genital tuberculosis was discovered in 369 of 
them (0-56%). In addition to these, tuberculous peri- 
tonitis was found in 53 cases; 84% of the patients were 
under 35 years of age. The disease involved the endo- 
metrium alone in 48% of the 369 cases, the Fallopian 
tube in 37%, and other isolated organs in 3%; the lesions 
were multiple in 12%. No case of vaginal tuberculosis 
was seen. 

Tubal tuberculosis was more frequent in the first 
decade (1930-9) than in the second, and there was a 
much larger number of gross cases. Endometrial tuber- 
culosis was found more often in the second decade, but 
by then routine examination of the endometrium had 
become more common, especially in connexion with the 
investigation of infertility. The conclusion is that the 
incidence of genital tuberculosis in women in Scotland 
probably fell between 1930 and 1949. During this same 
period there was a considerable decline in the numbers 
of notified cases of non-pulmonary tuberculosis, in 
contrast to the figures for pulmonary tuberculosis, which 
were rather higher in 1949 than in 1930. Radiological 
examination of the chest was carried out in only 69 cases, 
and revealed active pulmonary tuberculosis in 4. 


M. Daniels 
716. The Influence of Cortisone on Experimental Tuber- 
culosis of Guinea Pigs 
A. G. KARLSON and J. H. GAINER. Diseases of the Chest 


[Dis. Chest] 20, 469-481, Nov., 1951. 4 figs.,,16 refs. 


At the Mayo Foundation 48 guinea-pigs each received 
a subcutaneous inoculation of 0-1 mg. of virulent 
tubercle bacilli (H37Rv). On the 18th day 0-1 ml. of 
1 in 100 old tuberculin was injected intradermally into 
each animal, and on examination 48 hours later a 
positive reaction was seen in all of them. On the-20th 
day 6 animals which were killed to serve as controls were 
found to have gross lesions. On the 2lIst day the 
remaining 42 animals were divided into 5 groups: 10 
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untreated controls, and groups of 8 to be treated once 
daily with, respectively, 6 mg. and 2 mg. of streptomycin, 
2 mg. of cortisone, and 2 mg. of streptomycin combined 
with 2 mg. of cortisone. There was also a group of 6 
healthy animals to be treated with cortisone, and a group 
to be treated with cortisone and streptomycin combined. 
Treatment in all cases continued for 62 days, when 
survivors were killed. 

The results showed that administration of cortisone or 
cortisone with streptomycin was not beneficial, in that 
animals so treated failed to gain weight. Cortisone 
treatment also led to reduction in size of the tuberculin 
reaction and also in the number of reactions with 
necrosis. Post-mortem examinations showed that 6 mg. 
of streptomycin once daily for 62 days caused a marked 
reversal of the progressive disease presumed to have been 
present when treatment was started. Administration of 
2 mg. of cortisone resulted in only partial inhibition of 
the disease; and in the group of 8 animals given this 
dose together with cortisone 6 did not show even this 
partial improvement. The extent of the lesions in the 
animals given cortisone alone was comparable to that in 
the untreated controls. 

Microscopically, the lesions in the animals treated with 
cortisone only were similar to those in the untreated 
animals. In those treated with 6-mg. doses of strepto- 
mycin the lesions seemed to be healing, whereas with 
2 mg. there appeared to be a definite retardation of the 


disease. In the animals treated with both drugs the . 


lesions were comparable in extent and appearance to 
those in the controls and in those given cortisone alone. 
The main effect of cortisone seemed to lie in preventing 
restriction of the disease by inhibiting fibrosis. Experi- 
ments in vitro showed that cortisone neither interfered 
with nor enhanced the bacteriostatic effect of strepto- 
mycin. R. B. Lucas 


717. Multiple Cystic Tuberculosis. A Review and a 
Revised Nomenclature 

C. Komins. British Journal of Radiology (Brit. J. Radiol.] 
25, 1-8, Jan., 1952 14 figs., 39 refs. 


See also Bacteriology, Abstract 478. 
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718. The Infection of Ornithodorus moubata with 

Spirochaeta duttoni: its Course and Mode of Trans- 

mission. (Analyse des Infektionsverlaufes bei Orni- 

thodorus moubata (Murray) und natiirlichen 
bertragung von Spirochaeta duttoni) 

W. BurGporFEeR. Acta Tropica [Acta trop., Basel] 8, 

193-262, 1951. 20 figs., 41 refs. 


The spirochaete, Borrelia duttoni, ingested by the tick 
Ornithodorus moubata, may be present in the gut of the 
latter for 16 days, its numbers decreasing progressively. 
Within a few hours of ingestion some of the spirochaetes 


begin to penetrate the gut wall, and appear in the body . 


cavity after 24 hours or longer. The development cycle, 
which includes the formation’ of granules, was not seen 


at any stage of the disease nor in any organ. Once in 
the body cavity the spirochaete multiplies in the haemo- 
lymph, and infection spreads to various organs, including 
the salivary glands, the central ganglion, and coxal 
organs; this may occur on the third day. Only in the 
nymphs do the salivary glands remain permanently in- 
fected by large numbers of spirochaetes; in the adult 
the initial dense infection regresses considerably. Al- 
though the Malpighian tubules become infected, passage 
of spirochaetes per anum does not occur. Implantation 
of sterile tick tissues into infected ticks confirmed the 
relative resistance of adult salivary gland to spirochaetal 
invasion. Lowering the external temperature to 20° C. 
was found to delay, but not inhibit, the disease process. 
Transmission of the disease to animals was investigated 
experimentally; the conclusion was that in the case of 
nymphs, infection is by either saliva or coxal fluid, 
whereas in the adult tick the former method of trans- 
mission is rare. W. H. Horner Andrews 


719. The Treatment of Tick-borne Relapsing Fever in 
East Africa, with Special Reference to Aureomycin 

H. C. Troweii. East African Medical Journal [E. Afr. 
med. J.] 28, 402-412, Oct., 1951. 12 refs. 


Tick-borne fever, caused by Borrelia duttoni or B. 
recurrentis, causes a relapsing fever of variable course, 
characterized by enlargement of the spleen and liver, 
by jaundice, and frequently by cerebral congestion. The 
course of the disease is, however, so variable that it is 
extremely difficult to assess the efficacy of any drug in 
its treatment. Nevertheless aureomycin in small dosage 
proved very effective in quickly controlling the fever and 
spirochaetaemia, and in controlling or preventing the 
number of relapses occurring in the following 10 days. 
All cases were treated at the Mulago Hospital, Kampala; 
there were 13 patients in the control group, and 14 - 
patients were treated with aureomycin. In the control 
group of patients, who were given only aspirin, the mean 
duration of the first bout of fever was 50 hours, and 
spirochaetes were detected in the blood for a mean 
period of 24 hours. In the treated group the mean 
duration of the first bout of fever was 11 hours, and 
spirochaetes usually disappeared within 3 hours of giving 
aureomycin. The total dose varied from 0°5 to 8-0 g. 
In the first 3 cases a loading dose of 1-0 g. was given, and 
then 0-5 g. at 4- or 6-hourly intervals daily, but in 2 cases 
there was such a prompt cessation of fever and spiro- 
chaetaemia that the total dosage was gradually reduced. 
The author states that the minimal effective dose has still 
to be determined, and that it may even be smaller than 2 g. 

R. Wien 


720. Canicola Fever in Great Britain 

J. C. Broom. Monthly Bulletin of the Ministry of 
Health, etc. [Mon. Bull. Min. Hith] 10, 258-265, Nov., 
1951. 21 refs. 


Between 15 and 20 human cases of canicola fever are 
recognized annually in Great Britain, but evidence sug- 
gests that the true incidence is probably higher. Al- 
though Leptospira canicola is less well adapted to the 
dog than is L. icterohaemorrhagiae to the rat, dogs 
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probably remain carriers for years, and so continue to 
act as a reservoir of infection. Transmission of L. 
canicola to man is most often effected by direct contact 
with infected dog-urine, but it can also be brought about 
by bathing in contaminated water. A short review is 
given of the symptoms, methods of diagnosis, and 
treatment of human canicola fever. Appropriate 
measures to prevent transmission of L. canicola from 
dog to man are described, and also the methods which 
should be used to eliminate the infection in carrier dogs. 
—[Author’s summary.] 


721. Evaluation of Antibiotic Therapy in Human Lepto- 
spirosis 

H. E. HALL, J. A. HiGutower, R. Diaz Rivera, R. J. 
Byrne, J. E. SMADEL, and T. E. Woopwarp. Annals of 
Internal Medicine [Ann. intern. Med.] 35, 981-998, Nov., 
1951. 6 figs., 37 refs. 


In an investigation carried out in Puerto Rico 67 
patients suffering from leptospirosis were treated with 
one (or occasionally more) of the following antibiotics: 
aureomycin, chloramphenicol, penicillin, terramycin, 
and streptomycin; 2 patients who were critically ill 
received cortisone in addition to the antibiotics. An 
additional 12 cases of leptospirosis received no specific 
tredtment, and served as a control series [but as none of 
these patients developed jaundice they must all have had 
mild attacks from which spontaneous recovery was to be 
expected]. Inevery instance the diagnosis was confirmed 
by the isolation of strains of Leptospira from the blood, 
cerebrospinal fluid, or urine or by the demonstration of 
specific antileptospiral agglutinins in the serum. [Even 
so, the species of the infecting organism was not identified 
in every case. The results of the agglutination tests are 
not very clearly expressed, and apparently no cross- 
absorption tests were made when reactions occurred with 
more than one species.] On serological evidence, 42 
patients were infected with L. icterohaemorrhagiae, 7 with 
L. bataviae, and 1 with an unidentified strain. Of the 
remainder, the serum of 27 reacted with 2 species (17 
with L. icterohaemorrhagiae and L. canicola, 7 with L. 
icterohaemorrhagiae and L. bataviae, 1 with L. bataviae 
and L. canicola, and 2 with L. canicola and an unidentified 
strain). [It appears that some at least of these patients 
are believed to have suffered from a concurrent infection 
with 2 species.] No antibodies were detected in the 
serum of 2 patients. 

Patients were taken in sequence as the diagnosis was 
made, and were placed in a given treatment group irre- 
spective of age, sex, or the severity of the illness. Treat- 
ment of one group was completed before beginning on 
another group with a different antibiotic. The dosages 
used in the different groups were as follows: 

Chloramphenicol.—An initial dose of 2-5 to 3-0 g. (50 
to 75 mg. per kg. body weight), followed by 1 g. every 8 
hours. Except in 3 cases the drug was given by mouth. 
The group consisted of 18 patients, of whom 6 were under 
treatment for 14 days, 8 for periods between 7 and 12 
days, and 4 for 3 to 5 days. 

Aureomycin.—Initial dose 3 g., followed by 1 g. every 
8 hours in the majority of cases, but there were some 
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divergences from this regimen. Of 13 patients in this 
group, 7 were treated for 14 days, 5 for slightly longer or 
shorter periods, and 1 for 4 days only. 

Penicillin Dosage varied considerably in this group 
of 5 patients, the total amounts given ranging from 1-5 
to 16-9 mega units and the period of treatment from 5 to 
20 days. The mean was 550,000 units daily to a total of 
6:5 mega units over a period of 11-8 days. 

Terramycin.—Initial dose 2 to 3 g. followed by 1 g. 
every 8 hours in 7 cases, and 3 g. followed by 1 g. every 
6 hours in another, all [apparently] being treated for 
14 days. 

Streptomycin.—Treatment began with 3 doses of 1 g. 
at 8-hour intervals, then 1 g. every 12 hours for 14 days 
in all 12 cases. 

The authors found no evidence that any of these anti- 
biotics had a favourable influence on the course or 
duration of the illness, as judged from the period of 
fever, the severity and duration of jaundice and other 
evidence of liver damage, the severity of involvement of 
the central nervous system, and the degree of renal 
damage, all of which were assessed in each case by 
means of a complex system of scoring, a mean score being 
calculated for each group. Nor was the time reduced 
during which leptospires persisted in the blood and 
cerebrospinal fluid. Leptospires were demonstrated 
initially in the urine in only 1 case in the treated group 
and 2 controls; in the former they could no longer be 
found after therapy was begun, whereas in the latter they 
continued to be excreted, in 1 case for 11 days and in the 
other for 53 days. Only 2 fatalities occurred among the 
treated patients and none among the controls. 

[In an analysis of 152 jaundiced cases of Weil’s disease 
treated with penicillin in England and Wales from 1947 
to 1950 (Brit. med. J., 1951, 2, 889) the abstracter found 
that the case.mortality was 22%, compared with 23% in 
similar cases in pre-penicillin days. These results bear 
out the present authors’ conclusions, although other 
reports (based on scanty evidence) have favoured the use 
of penicillin. Very few clinical reports on the use of the 
newer antibiotics have been published, so that it is un- 
fortunate that this very thorough investigation does not 
provide fully conclusive evidence as to their value. Such 
evidence, in the abstracter’s opinion, can be derived only 
from a comparative study of death rates among jaundiced 
patients.] J. C. Broom 


PROTOZOAL INFECTIONS 


722. The Influence of Cortisone on Primate Malaria 

L. H. Scumipt and W. L. Squires. Journal of Experi- 
mental Medicine [J. exp. Med.] 94, 501-520, Dec. 1, 1951. 
18 figs., 48 refs. . 


The authors, working at the Christ Hospital Institute 
of Medical Research, Cincinnati, made two experiments 
to see whether cortisone would affect the course of in- 
fections of rhesus monkeys (Macaca mulatta) with 
Plasmodium cynomolgi. Trophozoites were inoculated 
for the primary-attack experiment and sporozoites for 
the developed infections. Twelve monkeys were used 
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for the primary-attack experiment, 3 as infected controls, 
3 infected after splenectomy, and of the others 3 were 
given cortisone acetate, 1 mg. per kg. body weight daily, 
and three 10 mg. per kg. daily, beginning 2 days before 
infection and continuing for 50 to 55 days. In the 
developed-infection experiment the sporozoites from 
Anopheles quadrimaculatus were injected and the stage of 
developed infection, with few parasites in the blood, was 
reached in 29 to 39 days; 14 monkeys were used, 3 as 
infected controls, 3 infected after splenectomy, and the 
others received daily doses of cortisone acetate of 0-1, 
1, 10, or 50 mg. per kg., “2 animals receiving each of 


these doses for 14 to 21 days’’. Parasites were counted ° 


daily in stained blood-films and leucocytes were especially 
examined every few days. The monkeys were afterwards 
killed and naked-eye and microscopical post-mortem 
examinations made. 

The results showed that the primary attack was 
influenced only after the crisis; the numbers of parasites 
were maintained near peak levels for 8 to 12 days after 
the apparent crisis, then fell slowly for 12 to 16 days, 
then rose again. This resembled the course in the 
splenectomized monkeys but not that in the controls, in 
which the secondary rise was delayed for 10 to 14 days 
and was less. The morphology of the parasites and the 
periodicity of the cycle were not altered. Inthe monkeys 
with a developed infection, striking effects were only seen 
with doses of 10 or 50 mg. per kg. body weight; these 
doses caused severe relapses resembling those seen after 
splenectomy, but parasitaemia was higher in the latter. 

In primary infections the total number of leucocytes 
varied so much that any possible effects of cortisone 
could not be recognized, but the ratio of lymphocytes to 
neutrophil cells remained usually below 1:1, rarely 
above 1:1, and never reached 2:1, whereas in the 
controls and splenectomized monkeys the ratio reached 
4:1 to 8:1 after the crisis. In the developed in- 
fections doses of 10 to 50 mg. per kg. caused a rapid 
fall in the proportion of lymphocytes present from 
between 40% and 63°% before treatment to 8 to 21% after 
treatment. A similar but smaller fall occurred in the 
splenectomized monkeys, but this was followed by a big 
rise. Little variation in the proportion of lymphocytes 
occurred in the controls and in monkeys receiving small 
doses of cortisone. The spleen and lymphatic glands 
did not enlarge in the primary attack in monkeys re- 
ceiving doses of 10 mg. per kg.; in the developed 
infections the larger doses greatly reduced the size of the 
spleen. The weights of the pituitary, thyroid, and 
adrenal glands were not affected by cortisone. The 
hormone produced great effects on the cellular structure 
of the spleen, and these are described in detail; in the 
primary attack doses of 10 mg. per kg. caused almost 
complete atrophy of the nodules and of the lymphoid 
elements of the splenic pulp. Similar effects were pro- 
duced in the developed infections, but 50 mg. per kg. 
had no greater effect than 10 mg. per kg.; with the 
smaller doses the effects were irregular. Intense phago- 
cytosis of parasitized erythrocytes occurred in the splenic 
pulp of treated monkeys; the authors think that cortisone 
reduced the production of macrophages from lympho- 
cytes and in this way reduced phagocytic activity, so 


promoting the intensification of the infection. The paper 
is illustrated with photomicrographs, charts, and tables. 
J. F. Corson 


723. Toxoplasma Infection in English Children. A 
Survey with Toxoplasmin Intradermal Antigen 

O. D. FisHer. Lancet [Lancet] 2, 904-906, Nov. 17, 
1951. 10 refs. 


The skin reactions to toxoplasmin were studied in 100 
children at the Hospital for Sick Children, Great Ormond 
Street, and in 639 mentally defective children and 59 
mentally defective adults at the Fountain Hospital, 
London, and were related to the presence of Toxoplasma 
antibodies in the serum. The methods of preparation of 
the antigen and control solutions are detailed. The 
optimum dosage of antigen was found to be 0:1 ml. 
of a 1 in 500 dilution. The criteria which the author 
adopted in judging the significance of a skin reaction are 
fully defined. 

Of the 739 children, 38 were found to be sensitive to 
toxoplasmin, and in all 38 evidence of the presence of 
antibodies in the serum was provided by the “ dye test” 
[presumably that of Sabin and Feldman (Science, 1948, 
108, 660)]. Complement-fixation tests, however, gave 
either negative or weakly positive results. The serum 
was examined in 116 of the 701 patients with negative 
skin reactions; in 1 case the presence of antibodies was 
indicated by the dye test and a weakly positive com- 
plement-fixation reaction. Of the adults tested 20 gave 
positive skin reactions, but no sera were examined. The 
incidence of positive skin reaction was found to rise 
steadily with age. 

The author concludes that the determination of toxo- 
plasmin sensitivity is a useful screening test for the 
diagnosis of toxoplasmosis, a positive skin reaction 
together with positive findings in the dye test indicating 
a previous infection, and a significant titre in the com- 
plement-fixation reaction being presumptive of an 
extensive and often clinically obvious infection. 

[The importance of this paper lies in the indication that 
there may be in Great Britain the same high incidence of 
latent toxoplasmosis as has already been shown to exist 
in the United States, and in the confirmation of the re- 
liability of the toxoplasmin skin test for detecting these 
cases. There is an apparent contradiction as between 
the discussion of the findings, where it is stated that in 
1 case a positive skin reaction was obtained in the absence 
of antibodies, and the detailed description of the findings, 
where it is stated that in every case in which the skin 
reaction was positive the dye-test titre was greater than 
1 in 4.] H. G. Farquhar 


724. The Treatment of Hepatic Amoebiasis with Chloro- 
quine—Part I. Hepatic Amoebiasis 

R. Lane. Journal of Tropical Medicine and Hygiene {J. 
trop. Med. Hyg.] 54, 198-206, Oct., 1951. Bibliography. 


The statement that ‘‘the presence or absence of 
Entamoeba histolytica in a stool specimen is a point of 
very limited diagnostic value ’”’ is based on a number of 
findings, including the occurrence of ‘cyst passers” 
who never develop clinical amoebiasis, the apparent 
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variation in virulence of different strains of E. histolytica, 
and the occasional absence of the organism in well- 
established cases of the disease. 

In the present series 20 consecutive patients with a 
diagnosis of non-suppurative amoebic hepatitis were. 
treated, intestinal symptoms being present in half the 
cases. The symptoms and signs were inconstant; apart 
from the hepatic tenderness those most regularly found 
were anorexia, furred tongue, loss of weight, and thicken- 
ing of the bowel. Treatment was by 1 of 3 methods: 
(a) a combined course of emetine (1 gr. (65 mg.) on 
each of 2 successive days), emetine bismuth iodide, 
** diodoquin’’, and carbarsone; (6) chloroquine, 600 
mg. of base daily for 2 days, followed by 300 mg. daily 
for 4 days, then 150 mg. on the last day; and (c) com- 
bined chloroquine and emetine. In general the results 
of treatment were good, and abdominal signs and 
symptoms frequently disappeared after chloroquine alone, 
but Treatment (a) was not very effective against the 
hepatic disease. Toxic symptoms were often severe 
when chloroquine was preceded by emetine, and treat- 
ment had to be abandoned in 2 cases. 

The author regards chloroquine as the drug of choice 
in amoebic hepatitis, and suggests that it may prove of 
use in amoebiasis of. other sites. The majority of the 
patients were not confined to bed and only 5 were 
treated in a nursing home; none was admitted to 
hospital. 

[The section of the paper dealing with treatment is 
especially difficult to follow, and the number of patients 
receiving each form of therapy is not given. Untreated 
intestinal amoebiasis may provide a focus for further 
hepatic invasion by a strain of organism proved to be 
virulent; many practitioners also treat any residual gut 
infection. The absence of reports on stool examination 
is therefore to be regretted.] 

W. H. Horner Andrews 


725. Chloroquine in Hepatic Amebiasis 

W. A. SoDEMAN, A. A. DoEeRNER, E. M. Gorpon, and 
C. M. GILuikin. Annals of Internal Medicine [Ann. 
intern. Med.] 35, 331-341, Aug., 1951. 7 figs., 8 refs. 


The authors report on the effect of treatment with 
chloroquine of 7 cases of hepatic amoebiasis, including 
acute and recurrent abscess. Clinical details of the cases 
are given. The dosage varied from case to case, but was 
within the usual prescribed limits. Because of the in- 
effectiveness of chloroquine in colonic amoebiasis all 
patients were finally treated with one of the drugs 
(“* diodoquin ”’, milibis, chiniofon) known to be effective 
in colonic amoebiasis. 

The effectiveness of chloroquine in hepatic amoebiasis 
was largely confirmed. The drug was not, however, 
always effective when first used. Primary failure with 
subsequent success established the point that failure to 
respond to therapy was not necessarily an index of non- 
amoebic hepatic involvement. The combination of 
chloroquine and emetine was sometimes useful in 
refractory cases. Initial refractoriness was shown in 2 
cases with advanced abscess. There was no evidence of 
chloroquine toxicity. B. G. Maegraith 


SARCOIDOSIS 


726. Favourable Response of Sarcoidosis to Cortisone 
Treatment 


- M.J. SMALL. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.] 147, 932-937, Nov. 3, 1951. 
6 figs., 11 refs. 

In the Halloran Veterans Administration Hospital, 
Staten Island, N.Y., 4 patients with sarcoidosis were 
treated with cortisone for 4 to 6 weeks. Three of them 
had been observed for preliminary periods of several 


‘weeks, during which time the disease appeared to 


progress. In each case there was prompt symptomatic 
improvement and all objective manifestations of the 
disease regressed. The radiological improvement in the 
pulmonary lesions and the hilar lymph nodes was most 
striking, and in each case there was objective improve- 
ment in the results of pulmonary function tests. One 
patient showed marked improvement, although the 
radiological appearances suggested considerable pul- 
monary fibrosis and emphysema. 

Three patients were followed up for several months 
after treatment. In one there was recurrence of skin 
lymph-node, and pulmonary lesions, and in another the 
improvement was maintained, but in the third patient 
tuberculosis of the spine developed. In view of this last 
case the author considers that there may be a real risk 
that patients with sarcoid may develop frank tuber- 
culosis if treated with cortisone. P. C. Reynell 


727. Cortisone Therapy of Boeck’s Sarcoid 

F. J. Lovetock and D. J. Stone. Journal of the American 
Medical Association [J. Amer. med. Ass.] 147, 930-932, 
Nov. 3, 1951. 2 figs., 6 refs. 

In the Bronx Veterans Administration Hospital, New 
York, 2 patients in whom the diagnosis of sarcoidosis 
was proved by biopsy had extensive radiological changes 
in the lungs. After a preliminary period of observation 
they were treated with cortisone for 18:and 28 days 
respectively. In each case there was a marked improve- 
ment in the radiological appearances during treatment. 
The follow-up period was too short for evaluation of the 
long-term effects. P. C. Reynell 


728. Cortisone Therapy in Sarcoidosis. Effect in a 
Case with Virtual Blindness 
L. E. A. PosNer, and M. M. MEDINE. 


- Journal of the American Medical Association [J. Amer. 


med. Ass.] 147, 927-929, Nov. 3, 1951. 3 figs., 2 refs. 


The condition of a patient in the Montefiore Hospital, 
New York, suffering from sarcoidosis of the skin, en- 
larged mediastinal lymph nodes, and uveitis deteriorated 
during a 7-month period of observation until she was 
almost blind. She was then given cortisone intra- 
muscularly for 15 weeks. The mediastinal lymph nodes 
became smaller and vision promptly improved, until it 
was 76% of normal when treatment was completed. 
When the injections were discontinued there was a slight 
relapse of the uveitis, but this was controlled by cortisone 
eye drops. After a further 6 months there was no other 
evidence of relapse. P. C. Reynell 
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729. The General Practitioner: his Origin. 1500-1900 
V. Z. Cope. Clinical Journal [Clin. J.] 80, 281-288, 
Nov., 1951. 8 refs. 


A general practitioner may nowadays be defined as 
“* one who is qualified to practise medicine, surgery, and 
midwifery, to prescribe and in some instances dispense 
medicines, and more than other members of the medical 
profession, to have the continuous care of patients ”’. 

In England until comparatively recently, however, 
these functions were divided between physicians, sur- 
geons, apothecaries, and Certain untrained persons, the 
duties of each of which were sharply differentiated. 
Before the Tudor period physicians were learned men— 
generally clerics, and usually graduates of Oxford or 
Cambridge University, where they had taken an arts 
degree before studying medicine—who diagnosed and 
prescribed treatment for disease according to methods 
culled from classical texts. Dispensing being considered 
beneath their dignity, it was delegated to the apothecaries; 
and they were not allowed to perform operations, 
although they could direct the activities of the surgeons. 
The apothecaries kept and sold the drugs in common use 
and made up medicines, but were forbidden to diagnose 
or prescribe. The surgeons and barber-surgeons were 
craftsmen, belonging to their respective Company or 
Guild and being trained under the apprentice system, 
and were mainly concerned with the treatment of 
injuries and external diseases. Midwifery was the pro- 
vince of women whose knowledge was based on practical 
experience, and the nearest approach to a general 
practitioner was the monk in charge of the monastery 
infirmarium, or in country districts the lady of the 
manor or the “* wise woman ”’ of the village. 

New developments resulted from the activity of 
Henry VIII. In 1518 he established the College of 
Physicians and in 1540 granted a charter to the combined 
Company of Surgeons and Barber-Surgeons, thereby 
accentuating the differences of function and professional 
status between the two specialities. Moreover, by the 
dissolution of the monasteries in 1536 and 1539 he 
scattered over the country a large number of men 
capable of reading Latin and Greek texts and with a 
practical knowledge of simple remedies. The publica- 
tion of medical books in English began during the reign 
of Elizabeth, and medical knowledge became accessible 
to the public. Although by the beginning of the 17th 
century there had been some relaxation of the strict 
demarcation between medicine and surgery, it was chiefly 
from the apothecaries that the general practitioner arose. 
In 1618 James I granted a Charter to the apothecaries 
giving them the exclusive privilege of selling drugs and 
there began a long duel with the Royal College of 
Physicians over their legal rights to practise medicine, of 
which their 7 years’ apprenticeship gave them a working 
knowledge. In 1703 a legal decision of the House of 


Lords gave the apothecaries the right to examine and 
prescribe for patients, although they were still forbidden 
to make any charge except for medicines. To strengthen 
their position many apothecaries obtained the licence of 
the Surgeons’ Company, and later of the College of 
Surgeons. 

The early 19th century saw the emergence of a power- 
ful movement for obtaining full recognition for the 
apothecaries, and it was at this time that the name 
“* general practitioner ’’ was coined. The outcome of the 
struggle was the Apothecaries Act of 1815, which con- 
solidated the right of apothecaries to practise and made 
compulsory a 5-year term of apprenticeship followed by 
an examination. There was, however, still great con- 
fusion in the field of medical education which was only 
resolved by the passing of the Act of 1858 which founded 
the Medical Register and established the General Medical 
Council, although it was not until 1886 that it became 
necessary to pass examinations in all three of the main 
subjects—medicine, surgery, and midwifery—before 
registration, and the medical profession was established 
on a satisfactory basis. 

[An important omission from this article is any 
reference to the growing feeling of unity within the 
profession during the 19th century resulting in the 
f ormation of many local organizations and, on a national 
scale, such bodies as the British Medical Association and 
the Poor Law Medical Officers’ Association—all of 
which drew their greatest support from the new body of 
general practitioners. These bodies, and the medical 
journals, by making articulate and forceful the demands 
of the profession, played a decisive part in establishing 
its status and rights.] Ruth Hodgkinson 


730. William Harvey and the Scholastic Tradition 
J. YouNnG. British Medical Journal [Brit. med. J.| 2, 
807-811, Oct. 6, 1951. 


In this, the 156th Harveian Oration, the orator 
addresses himself to the task of studying Harvey’s outlook 
on achievements in relation to the philosophic back- 
ground of his time. Harvey was surrounded by those 
fertilizing influences on human thought which had their 
great flowering in the aesthetic and literary renaissance; 
and it is no coincidence that Descartes, the founder of 
modern philosophy, Galileo, one of the great architects 
of modern science, and Harvey, the founder of experi- 
mental medicine, were contemporaries. 

Harvey had carried back to England from Padua much 
of the outlook of Aristotle, and his biggest work, that on 
generation, is largely a confirmation or modification of 
the views of the great philosopher. Fabricius, another 
good Aristotelian, was Harvey’s teacher at Padua. 
There are some who attribute to Aristotle and to the 
Greek philosophers the intellectual thraldom of the 
Dark Ages, but the lack of progress was due to a slavish 
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acceptance of their writings rather than a critical con- 
tinuance of their methods. Francis Bacon was strong 
in his condemnation. of Aristotle, who (according to 
Bacon) “ did not consult experience as he should have 
done’’. Harvey was equally firm in his vindication of 
Aristotle, stating that the fault lay not with him, but 
with his disciples and commentators. 

Indeed, Harvey made a spirited plea for a return to 
the method of Aristotle, a view which was also voiced 
by René Descartes, who wished that the pseudo-followers 
of Aristotle could have followed the methods employed 
by their leader. 

The author proceeds to deal in some detail with the 
conclusions reached by Harvey in his De Generatione, 
which appeared in 1651, 23 years after his more famous 
De Motu. To the work on generation, Harvey applied 
the same method of controlled experiment as he had 
employed in his study of the circulation. Some facts of 
lasting importance were revealed, although the per- 
manent value of the work has been small, largely owing 
to the fact that the microscope was not then available. 
Harvey’s interpretation of “* matter ’’ has been a problem 
to many, and his mysticism leads the enquirer into the 
realm of speculation. But “ the Harveian method, with 
its grand synthesis of the searching eye and the com- 
prehending mind, unlocks for us the secret and places 
medical science for ever in its debt ”’. 

Douglas Guthrie 


731. Claude Bernard, July 12, 1813—February 10, 1878 
J. Mayer. Journal of Nutrition (J. Nutrit.] 45, 3-19, 
Sept. 10, 1951. 1 fig. 


It has been said that a lively but rational imagination 
constitutes the first prerequisite to greatness in science. 
This imagination Claude Bernard possessed to the full, 
but he had joined to it the ability to devise the single, 
definitive, crucial experiment to test a hypothesis. He 
never wasted time on experiments which were not 
essential to his progress, and his technical skill enabled 
him to perform these experiments in a minimum of time 
and with a maximum of precision. He also had an 
exceptional capacity for extracting from his results the 
most general and far-reaching conclusions that could be 
solidly supported by them. 

Born at St. Julien (Rhone) in 1813, Bernard from an 
early age displayed exceptional ability, and the local curé 
took a special interest in him and furthered his education. 
Literary ambitions were uppermost in the youthful 
Bernard’s mind but, as family finances were tight, he had 
to seek a more secure position. He was offered ard 
accepted a post as pharmacist’s assistant and he soon 
acquired manual dexterity and neatness in the prepa- 
ration and dispensing of drugs. During this time also 
he became acquainted with chemistry and developed an 
interest in toxicology which was later manifested in his 
experiments on the action of curare and other poisons. 
At the age of 21, Bernard was persuaded to study 
medicine, and as a fifth-year student he attracted the 
attention of the gruff Magendie, to whom he immediately 
became assistant. Thus Bernard began his lifelong 
association with the Collége de France. He completed 


his 7-year curriculum in 1841, and in May, 1843, pub- 
lished his first communication, on the role of the chorda 
tympani in taste and in hearing and the relation of 
lesions of this nerve to facial paralysis. In December of 
the same year Bernard completed his thesis for the 
Doctorate of Medicine, entitled “* On Gastric Juice and 
its Role in Nutrition’, which marked the beginning of 
the most famous physiological investigations ever con- 
ducted. It has been said that Magendie was the founder 
of Physiology but that Bernard was Physiology itself. 
Bernard was more than a profound and encyclopaedic 
lecturer and writer. He was an inspiring and beloved 
teacher whose pupils formed a brilliant school of physio- 
logy and spread the gospel of accurate experimentation 
and observation throughout the world. Lecturing did 
not come easily to Bernard, but he considered it an 
important duty, and almost every year from 1854 to 1878 
he published Lessons on some physiological subject. To 
these publications must be added hundreds of original 
memoirs and review articles, and above all, his Jntro- 
duction to the Study of Experimental Medicine (1865), a 
masterpiece of scientific exposition and style. When 
Bernard died in 1878, the illustrious and aged Dumas, 
whose system of biological chemistry Bernard had shat- 
tered, extolled him as the man “ whose religion was 
Truth ”’. H. P. Tait 


732. Melezio’s ‘*‘ De Natura Hominis ’’ and the History 
of the Circulation of the Blood. (Il De Natura Hominis 
di Melezio e la storia della circolazione del sangue) 

G. Det GuerRA. Rivista di Storia delle Scienze Mediche 
e Naturali (Riv. Storia Sci. med. nat.] 42, 42-72, Jan.- 
June, 1951. 2 figs. ; 


Meletius, a native of Asia Minor and a little-known 
medical writer, flourished about the 8th century. A 
Venetian edition of his Anatomy appeared in the 16th 
century, and Daremberg showed great appreciation of 
this work and regarded it as of considerable import- 
ance. In the De Natura Hominis, Meletius set out to 
interpret the nature of man which, he said, had not 
been well or completely done before. Indeed he advised 


his readers to peruse his work not only out of curiosity, ° 


but to obtain information. In this treatise, which is 
interspersed with quotations from Greek and Roman 
and Pagan and Christian writers, Meletius covers all the 
major parts of the body, and deals with both form and 
function. He believed that the association between the 
cardiovascular and respiratory systems was intimate, the 
pneuma passing from lungs to heart, where it became 
something like fire and whence it proceeded to the 
arteries. On the right side of the heart the blood was 
dark and thin. This blood nourished the lungs while 
taking up an aerial substance. Méeletius believed that 
the veins carried nourishment to all parts of the body. 
The aorta arising in the heart passed the vital force or 
pulse and innate heat to the arteries for distribution 
throughout the body. Exhalations escaped from pores 
in the arteries. The veins arose in the liver, where the 
blood was formed. There was no hint, however, that 
Meletius thought that arteries and veins communicated 
with each other. 


| 
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The author finds the conception of the thinning of the 
blood of particular historical interest, and thinks that 
Meletius occupied an intermediate position between 
Galen and the anatomists of the 16th century who dis- 
covered the lesser circulation. Indeed, the De Natura 
Hominis, in the author’s opinion, is worthy of note by 
medical historians not only because anatomical beliefs 
and knowledge prior to the 10th century are collected 
there for the first time, but also because of the doctrine 
of leptoaemia or thinness of the blood which appears to 
foreshadow the doctrine of the oxygenation of the blood. 
The article ends with extensive references to the de- 
scriptions of anatomy, physiology, and medicine to be 
found in the writings of the Fathers of the Church. 

H. P. Tait 


733. The Origins of Radiography in France (January— 
February, 1896). (Les origines de la radiographie en 
France, Janvier—Février 1896) 

P. Pizon. Presse Médicale [Pr. méd.| 59, 1410-1412, 
Oct. 24, 1951. 6 figs., 4 refs. ’ 


On the evening of Nov. 8, 1895, Wilhelm Konrad 
Roentgen, having put his Crookes tube into action, 
demonstrated that it emitted rays which caused crystals 
of barium platino-cyanide to glow and that this glow 
was not prevented by the interposition of various objects, 
one of which was a bound volume of 1,000 pages, between 
the tube and the crystals. Accumulating experiments, he 
proceeded to radiograph a number of objects, the most 
important of them being the hand of Frau Roentgen, on 
Dec. 22, 1895. Having done this, he wrote his first 
communication to the Society of Physics and Medicine 
of Wiirzburg, to be given at the next session on Jan. 23, 
1896, called Eine neue Arte von Strahlen, which he de- 
posited on Dec. 28, 1895. The president of the Society, 
more impatient than Roentgen, communicated the con- 
tents of the paper to the Physics Society of Berlin, and in 
the issue of the Frankfurter Zeitung for Jan. 25, 1896, the 
same details were given together with a list of “‘ photo- 
graphs of the invisible ’’, namely a compass, a box of 
weights, and a human hand. 

Dr. Toussaint Barthélemy (1850-1906), a Lorrainer 
living in Paris, from patriotic motives studied the 
German newspapers and was. thus early informed of 
the discovery and immediately appreciated its significance. 
He determined to repeat the experiment and communi- 
cated at once with his friend Dr. Paul Oudin (1851-1923) 
who was studying medical electricity. The apparatus as 
described by Roentgen was assembled; it consisted of a 
spherical tube 7 cm. in diameter containing a simple wire 
anode and cathode, a ring attached to the anode serving 
for suspension. It was worked from a battery of 12 
accumulators and a Rhumkorff coil. Their first radio- 
graph, of a hand, was taken with the tube moving and 
was consequently blurred. A second radiograph taken 
with a fixed tube was insufficiently exposed. A third 
exposure, with a fixed tube 10 cm. from the hand, of 
25 minutes’ duration was successful. This was sent to 
a relative, Henri Poincaré, to be presented at the next 
meeting of the Académie des Sciences. While this was 
being awaited Le Matin announced Roentgen’s discovery, 


on Jan. 13. At the following meeting of the Académie, 
on Jan. 29, three papers on the subject were read, one 
by Barthélemy and Oudin, one by Jean Perrin, and a 
third by Professor H. Dufour of Lausanne on the 
medical applications of the discovery. Thus within a 
space of two weeks from the original newspaper an- 
nouncement, the medical significance of the new discovery 
had been fully appreciated and the first steps in medical 
radiography taken. In the following week these were 
extended to an illustrated discussion of its possibilities in 
surgical disease of bone. J. G. Bonnin 


734. The Early Years of Helmholtz. In Commemora- 
tion of the Centenary of the Invention of the Ophthalmo- 
scope 

B. CHANCE. American Journal of Ophthalmology (Amer. 
J. Ophthal.| 34, 1413-1420, Oct., 1951. 4 figs. 


735. Early Historical Aspects of Appendicitis 
J. BuRKE. Surgery [Surgery] 30, 905-917, Nov., 1951. 
3 figs., bibliography. 

The history of appendicitis is divided into two eras 
by the publication of Fitz’s paper on “ Perforating Ulcer 
of the Vermiform Appendix, with Special Reference to 
its Early Diagnosis and Treatment” in 1886. Before 
this time Louyer-Villermay in 1824 was the first to 
describe disease of the appendix as a specific entity, and 
3 years later Mélier, in describing a case of acute ap- 
pendicitis ending in general peritonitis, was first to 
recognize the appendix as a source of peritoneal infection. 
Dupuytren’s failure to realize the validity of Mélier’s 
thesis probably prevented its general acceptance and 
retarded the development of knowledge of appendicitis 
for a decade. In 1836 Hodgkin, and in 1839 Bright and 
Addison, recognized and described the appendix as the 
most common cause of disease in the right iliac fossa. 
In 1846 Voltz in Germany published his paper on 
“* Perforation of the Appendix by Faecoliths, a Frequent 
Cause of Peritonitis ’’, recommending the use of opium 
in its treatment, and gradually the appendix came to 
be recognized as responsible for “ typhlitis”’, “* peri- 
typhlitis ’’, ‘* typhlo-enteritis”’, and ‘inflammation of 
the bowels ’’, to mention a few of the names under which 
appendicitis was disguised. The first important Ameri- 
can work was published by Lewis in 1856, describing 40 
cases of appendicitis in what would now be regarded as 
a very late stage. 

Reginald Fitz not only coined the name “ appendi- 
citis ’’, but was first to advocate surgery as an indis- 
pensable treatment. He emphasized the ease and 
importance of early diagnosis and operation, and within 
a few years of the publication of his paper the treatment 
of appendicitis had become almost entirely surgical, but 
was still directed to the drainage of the abscess. Kron- 
lein is credited with the first formal appendicectomy, 
performed in 1884 for peritonitis following perforation 
of the appendix, the patient surviving the operation but 
dying later from general peritonitis. But although the 
appendix itself became the point of surgical attack, 
appendicectomy in the early stages of the disease was 
rarely advocated until Richardson, in 1899, stated the 


ub- | 
rda | 
of 
of 
the 
und 
of 
on- 
der | 
dic 
ved 
10- 
ion 
did 
an 
378 
To 
nal | 
To- 
, a 
en 
as, 
jat- 
vas 
S | 
che 
n.— 
wn 
A 
6th 
of 
to 
10t : 
sed 
is 
an 
the 
nd 
the 
the | 
me 
the 
vas 
ile 
dy. 
or 
on | 
res 
he 
jat 
‘ed 


208 HISTORY OF MEDICINE 


principles which are still validto-day—that early operation 
was advisable, that the value of the operation was 
questionable if peritonitis was localizing and the patient 
improving, and that the appendix should not be removed 
in the presence of a well localized abscess. Opinion on 
the Continent was more conservative, preferring opera- 
tion in the free interval, but by 1910 there was general 
agreement on the desirability of early operation. The 
incision of McBurney was described in 1894 and that of 
Battle in 1897 as routes to the appendix, the median and 
paramedian being of course already well known ap- 
proaches, and by 1905 the basic surgical technique in use 
to-day had become established. J. G. Bonnin 


736. Monsters through the Centuries. (Missgeburten 
im Wechsel der Jahrhunderte) 

H. Gesentus. Berliner Medizinische Zeitschrift (Berl. 
_ med. Z.) 2, 359-362, Aug. 15, 1951. 10 figs. 


The increase in the number of monsters born in 
Germany, particularly in distressed Berlin, after the end 
of the last war, has led to a close study of the subject, 
and the author here presents a historical note showing 
how abnormal forms of life have aroused interest in 
every age. 

In Greek mythology gods and goddesses often loved 
mortals whom they approached invisibly or in altered 
form. From such unions abnormal beings frequently 
sprang. It is certain that monsters actually seen by the 
Greeks greatly influenced the religious thought of the 
people, whose priests were also often their doctors. In 
later centuries, when Greek beliefs were discountenanced, 
monsters were thought to originate through a union with 
the devil. Consequently many urnfortunate mothers 
were burned at the stake. 

Although descriptions of impossible types of ab- 
normality have come down to us, many drawings from 
earlier centuries could be true to life to-day. But the 
fantastic half-animal, half-human forms were favourite 
representations, often used for libel purposes in political 
or religious conflict. No less a person than Martin 
Luther used a grotesque picture in a pamphlet attacking 
the Pope. Even at the end of the 17th century the 
theory that monsters issued from a union with the devil 
was still postulated, but at this time some doctors were 
voicing quite advanced ideas, the most comprehensive 
exposition of which appeared in the works of Meckel, 
published between 1812 and 1818. 

In his research the author has sought an answer to 
the question whether history can demonstrate that post- 
war years have seen an increase in the birth of monsters. 
He has found affirmative answers in a medical work of 
1812, in Gustav Freytag’s account of the Thirty Years 
War, and in Legrand du Saulle’s observations following 
the siege of Paris 1870-1. They all attributed the 
phenomena to such factors as starvation, abnormal dis- 
turbances of the mind, and the misuse of alcohol. The 
author concludes that although statistical evidence is 
absent in these writings they cannot be entirely without 
foundation. They show that even in earlier centuries 
an increase in the number of monsters in times of great 
mental and physical stress was observed. [This article 


is well illustrated with old drawings, one by Albrecht 
Durer, and modern photographs, some interestingly 
compared.] Ruth Hodgkinson 


737. Doctor and Patient in the Age of Hippocrates 
E. D. Puiturrs. Ulster Medical Journal [Ulster med. J.} 
20, 172-180, Nov., 1951. 


738. Antibiosis from Pasteur to Fleming 
J. BRUNEL. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 6, 287-301, 1951. 36 refs. 


739. A Short History of Otolaryngology 
K. Hunter. Ulster Medical Journal [Ulster med. J.] 20, 
106-117, Nov., 1951. 15 refs. 


740. Plague Studies. 1. A Summary of the History 
and a Survey of the Present Distribution of the Disease 
R. PoLuitzer. Bulletin of the World Health Organiza- 
tion [Bull. World Hith Org.] 4, 475-533, 1951. 3 figs., 
bibliography. 


741. Views on the Treatment of Venereal Disease in the 
Early Nineteenth Century as Reflected in the Writings of 
Samuel Cooper 

R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 27, 179-182, Dec., 1951. 1 fig., 
2 refs. 


742. The Diet and Health of Seamen in the West Indies 
at the End of the Eighteenth Century. Some Remarks on 
the Work of Leonard Gillespie 

T. P. Grtiespre. Journal of the Royal Naval Medical 
Service [J. R. nav. med. Serv.] 37, 187-192, 1951. 


743. Spanish Sanitary Organization since the Middle 
Ages. (Organizaci6n sanitaria de Espafia en las edades 
Media y Moderna) 

C. Garcia Luquero. Revista de Sanidad.e Higiene 
Piblica (Rev. Sanid. Hig. publ., Madr.) 25, 556-568, 
Sept., 1951. 


744. Diary of a Medical Parson: Being Extracts from 
the Diaries and Letters of the Reverend B. G. Wilson 
(1823-1878) 

H. S. Patterson. Medical Journal of Australia [Med. 
J. Aust.) 2, 697-701, Nov. 24, 1951. 


745. Sea Bathing in Antayiiy. (Les bains de mer dans 
V'antiquité) 

G. BARRAUD. Laval Médical méd.} 16, 1194-1200, 
Nov., 1951. 2 refs. 


746. History of St. Thomas’s Hospital Medical School 
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